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intemational search fee (37 CFR 1.445(a)(2)) paid to USPTO $740 

Intemational preliminary examination fee paid to USPTO (37 CFR 1.482) 

but all claims did not satisfy provisions of PCT Article 33(1 )-(4) $710 

International preliminary examination fee paid to USPTO (37 CFR 1.482) 
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1-3 = 
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$0.00 



MUUTIPLE DEPENDENT CLAIMS(S) (if applicable) 
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$890.00 



$40.00 



TOTAL FEES ENCLOSED = 



$930.00 



Amount to be 
refunded: 



$ 



Charged: $ 



□ 



c. 
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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

Applicant : Paul Andrew Willis et al. 
Serial No. : Unassigned 
Filed : Herewith 

Title : NOVEL THL\ZOLO(4,5-D)PYRIMIDINE COMPOUNDS 
BOX PCX 

Commissioner for Patents 
Washington, D.C. 20231 

PRELIMINARY AMENDMENT 
Prior to examination, please amend the application as follows: 

In the claims : 

Amend claims 3, 10-14, 16, and 17 as follows: 



~ 3. (Amended) A compound accordmg to claim 1 wherein one of R^ and R^ is 
hydrogen and the other is Ci-Cg alkyl substituted by hydroxy. 



^ 10- (Amended) A pharmaceutical composition comprising a compound of 

formula (I), or a pharmaceutically acceptable salt or solvate thereof, as claimed in claim 1 
in association with a pharmaceutically acceptable adjuvant, diluent or carrier. 



1 1 . (Amended) A process for tiie preparation of a pharmaceutical composition 
which comprises mixing a compound of formula (I), or a pharmaceutically acceptable 
salt or solvate thereof, as claimed in claun 1, with a pharmaceutically acceptable 
adjuvant, diluent or carrier. 
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and is addressed to the Commissioner for Patents, Washington 
D.C. 20231. ^ ' 
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12. (Amended) A compound of formula (I), or a phannaceutically-acceptable 
salt or solvate thereof, as claimed in claim 1, for use in therapy. 

13. (Amended) Useofacompoundofformula(I), orapharmaceutically 
acceptable salt or solvate thereof, as claimed in claim 1, in the manufacture of a 
medicament for use in therapy. 

14. (Amended) A method of treating a chemokine mediated disease wherein the 
chemokine binds to one or more chemokine receptors, which comprises administering to 
a patient a therapeutically effective amount of a compound of formula (I), or a 
pharmaceutically acceptable salt or solvate thereof, as claimed in claim 1. 

16. (Amended) A method according to claim 14 in which the chemokine 
receptor is the CXCR2 receptor. 

1 7. (Amended) A method of treating an inflammatory disease m a patient 
suffering from, or at risk of, said disease, which comprises administering to the patient a 
therapeutically effective amount of a compound of formula (I), or a pharmaceutically 
acceptable salt or solvate thereof, as claimed in claim 1. - 
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REMARKS 



Amendments to the claims have been made to remove multiple dependency while 
conserving the claimed subject matter. No new matter has been added. 

Attached is a marked-up version of the changes being made by the current amendment. 

Claims 1 to 19 are now pending. Applicants submit that all of the claims are now in 
condition for examination, which action is requested. 

Applicants ask that all clmms be examined. Please apply any charges or credits to 
Deposit Account No. 06-1050. referencing Attomey Docket No. 06275-247US1. 



Fish&Ri^dsonP.C. 
225 Franklin Street 
Boston, Massachusetts 021 10-2804 
Telephone: (617) 542-5070 
Facsimile: (617) 542-8906 
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Version with markings to show changes made 

In the claims: 

Claims 3, 10-14, 16, and 17 have been amended as follows: 

-- 3. (Amended) A compound according to [claim 1 or claim 2] claim L wherein 
one of and is hydrogen and the other is Ci-Cg alkyl substituted by hydroxy. 

10. (Amended) A pharmaceutical composition comprising a compound of 
formula (I), or a pharmaceutically acceptable salt or solvate thereof, as claimed in [any 
one of claims 1 to 6] claim 1, in association with a pharmaceutically acceptable adjuvant, 
diluent or carrier. 

1 1 . (Amended) A process for the preparation of a pharmaceutical composition 
[as claimed in claim 10] which comprises mixing a compound of formula (I), or a 
pharmaceutically acceptable salt or solvate thereof, as claimed in [any one of claims 1 to 
6] claim 1, with a pharmaceutically acceptable adjuvant, diluent or carrier. 

12. (Amended) A compound of formula (I), or a pharmaceutically-acceptable 
salt or solvate thereof, as claimed in [any one of claims 1 to 6] claim L for use in therapy. 

1 3 . (Amended) Use of a compound of formula (I), or a pharmaceutically 
acceptable salt or solvate thereof, as claimed in [any one of claims 1 to 6] claim L in the 
manufacture of a medicament for use in therapy. 

14. (Amended) A method of treating a chemokine mediated disease wherein the 
chemokine binds to one or more chemokine receptors, which comprises administering to 
a patient a therapeutically effective amount of a compound of formula (I), or a 
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pharmaceutically acceptable salt or solvate thereof, as claimed in [any one of claims 1 to 
6] claim 1 . 

1 6. (Amended) A method according to [claim 14 or 1 5] claim 14 in which the 
chemokine receptor is the CXCR2 receptor. 

17. (Amended) A method of treating an inflammatory disease in a patient 
suffering from, or at risk of, said disease, which comprises administering to the patient a 
therapeutically effective amount of a compound of formula (I), or a pharmaceutically 
acceptable salt or solvate thereof, as claimed in [any one of claims 1 to 6] claim L - 
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NOVEL THIAZOLO (4^1)) FYRIMIDINE COMPOUNDS 
NOVEL COMPOUNDS 



The present invention relates to certain thiazoiopyrimidinone compounds, processes and 
intermediates used in their preparation, pharmaceutical compositions containing them and 
&eir use in ther^y. 

WO 98/08847 and EP0778277 each disclose a series of 6,5-hetero bicycKc compounds said 
to be useftii as CRF antagonists. 

Chemokines play an important role in immune and inflammatory responses in various 
diseases and disorders, including asthma and allergic diseases, as well as autoimmune 
pathologies such as rheumatoid arthritis and atherosclerosis. These small secreted 
molecules are a growing superfemily of 8-14 kDa proteins characterised by a conserved 
four cysteine motif The chemokine superfamily can be divided into two main groups- 
exhibiting characteristic structural motifs, the Cys-X-Cys (C-X-C) and Cys-Cys (C-C) 
femilies. These are distinguished on the basis of a single amino acid insertion between the 
NH-proximal pair of cysteine residues and sequence similarity. 

The C-X-C chemokines include several potent chemoattractants and activators of 
neutrophils such as interleukin-8 (IL-8) and neutrophil-activating peptide 2 (NAP-2). 

The C-C chemokines include potoit chemoattractants of monocytes and lymphocytes but 
not neutrophils such as human monocyte chemotactic proteins 1-3 (MCP-1, MCP-2 and 
MCP-3), RANTES (Regulated on Activation, Normal T Expressed and Secreted), eofaxin 
and the macrophage inflammatory proteins la and ip (MlP-la and MIP-ip). 

Stiidies have demonstrated that the actions of the chemokines are mediated by subfemiUes 
of G protein-coupled receptors, among which are the receptors designated CCRl, CCR2, 
CCR2A, CCR2B, CCR3, CCR4, CCR5, CCR6, CCR7, CCR8, CCR9, CCRIO, CXCRl,' 
CXCR2, CXCR3, CXCR4 and CX3CR1 . These recqjtors represent good targets for drug 
development since agents which modulate tiiese receptors would be usefiil in die treatment 
of disorders and diseases such as those mentioned above. 
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In accordance with the present invention, iJiere is tiierefoie provided a compound of 
foimuia (I) or.a phaimaceutically acceptable salt or solvate thereof: 



NR^R^ 




in which 

R' rq)resents a C3-C7 caibocyclic, C,-Q alkyl, Cj-C^ alkenyl or Cj-Q alkynyl group, each 
of the groups being optionally substituted by one or more sufastituent groups independently 
selected from halogen atoms, -0K\ -NR*R*, -CONR^R*, ^OOR^ -NR*COR', -SR", 
-SOzR'", -SO^NR^R*, -NR'SOzR' or an aiyl or hetCToaiyl group, both of v*ich may be 
optionally substituted by one or more substituents independently selected from halogen 
atoms, cyano,mtro,-OR\-NR*R«,-CONR*R*,-COOR', -NR'COR', -SR'^ -SOjR", 
-SOjNR^R*, -NR^SOjR', C,-Q alkyl or trifluoromethyl groiq)s; 

R^ and R^ each independently lepresrat a hydrogen atom, or a C3-C7 carbocyclic, 

C,-C, alkyl, Cj-Q alkenyl or Q-Q allqrayl gmap, the latter four groups may be optionally 

substitated by one or more substituent groups independently selected from: 

(a) halogen atoms, -OR\ -NR'R* -CONR'R*, -COOR', -NR*COR', -SR'°, -SOjR'*, 
-SO^NR^R', -NR^SOjR'; 

(b) a 3-8 membered ring optionally containing one or more atoms selected from O, S, MR* 
and itself optionally substituted by Cj-Cj-alkyl or halogen; or 

(c) an aiyl group or heteroaryl group each of which may be optionally substimted by one 
or more substituents independently selected from halogen atoms, cyano, nitro, -OR*, 
-NR^R*, -CONR^R^ -NR*COR', -SO.NR^R*, -NR*SO,R', C,-Q alkyl and trifluoromethyl 
groups; 
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R' represents hydrogen, Ci-Cg alkyl or a phenyl group the latter two of which may be 
optionally substituted by one or more subsjituebt groups independently selected &om 
halogen atoms, phenyl, -OR' ' and -NR'^R" 

and R* independently represent a hydrogen atom or a CrQ allq^l or phenyl group the 
latter two of which may be optionally substituted by one or more substituent groups 
independently selected from halogen atoms, phenyl, -OR" and -NR'^R'*, -CONR"R'*, 
-NR'^COR'^ -SONR'^R'*, NR'^SOjR'* 
or 

R^ and together with the nitrogen atom to which they are attached form a 4- to 
7-membered saturated heterocyclic ring system optionally containing a further heteroatom 
selected from oxygen and nitrogen atoms, which ring system may be optionally substimted 
by one or more substituent groups independently selected from phenyl, -0R'\ -COOR'*, - 
NR"R", -CONR'^R'^ -NR'^COR'*, -SONR'^R'^ NR'^SO^R'* or C,-Q alkyl, itself 
optionally substituted by one or more substituents mdependently selected from halogen 
atoms and -NR"R'* and -OR" groups; 

R" represents a hydrogen atom or a C,-C«-aIkyl or a phenyl group, the latter two of which 
may be optionally substituted by one or more substituent groups independently selected 
from halogen atoms, phenyl, -OR" and -NR"R'*; and 

each of R^ K\ R', R", R« R", rm r..^ r« j^ependently represents a hydrogen atom 
or a Cj-Ci, alkyl, or a phenyl group. 

In the context of the present specification, unless otherwise indicated, an alkyl or alkenyl 
group or an alkyl or alkenyl moiety in a substituent group may be linear or branched. Aiyl 
groups mclude phenyl and naphthyl. Heteroaiyl groups include 5- or 6.membeted 
aromatic rings containing one or more heteroatoms selected from N, S, 0. Examples 
include pyridine, pyrimidine, thiazole, oxazole, pyrazole, imidazole, foran. 

Certain compounds of fonnula (I) are capable of existing in stereoisomeric forms. It wUI 
be understood that the mvention encompasses all geometric and optical isomers of the 
compounds of formula (I) and mixtures thereof mcludmg racemates. Tautomers and 
mixtures thereof also form an aspect of the present mvention. 
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In foimula (I) above, the group R' represents a Cs-C, carbocyclic, C.-Cj alkyl, Cj-Cg 
alkenyl or Cj-C^ alkynyl group, each of the. groups being optionally substituted by one or 
more substituent groups independently selected fiom halogen atoms, -OR*, -NR^R* 
-CONR'R', -COOR', -NR»COR', -SR", -SOjR", -SOjNR^ -NR'SO^R' or an aryl or 
heteroaiyl group, both of v^ch may be optionally substituted by one or more substitiKnts 
independently selected from halogen atoms, cyano, nitro, -0K\ -NR*R', -CONR'R*, 
-COOR\ -NR«COR', -SR", -SOjR'". -SO^NR^R*, -NR^SO^R', C,-Q alkyl or 
trifluoromethyl grovqjs. Particularly advantageous compounds of formula (I) are those in 
which R represents an optionally substituted ben^l group. More preferably R' represeirts 
benzyl or benzyl substituted by one or more C,-Cj alkyl, C,-Q alkbxy or halogen atoihs. 

When R- and R^ represent a group substituted by one or more 3-8 membered rings 
optionally containing one or more atoms selected from O, S or MR*, examples of such 
groups include piperidine, pyrrolidine, piperazme and morpholine. 

Preferably one of R^ and R^ is hydrogen and the other is C,-Q alkyl substituted by hydroxy 
and one or more methyl or ethyl groups. More preferably one of R^ and R^ is hydrogen and 
the other is CH(CH3)CHpH, CH(Et)CH,OH, CCCHjX^CHpH or CHCCHpH)^. When 
one of R^ and R^ is hydrogen and the other is CH(CH3)CH20H or CH(Et)CH20H the 
resulting compounds of formula (I) are preferably in the form of the (R) isomer. 

Particularly preferred compounds of the invention include: 

7-[(2-Hydroxy-l,l-dimethylethyl)amino]-5-[(phenyhnethyl)thio]thiazolo[4,5-4pyrimidin- 
2(3/f)-one, 

(/?)-7-[[l-(Hydroxymethyl)propyI]ammo]-5-[(phenyhnethyI)thio]thiazolo(4,5-^ 
2(3jy)-one, 

r/f)-7-[(2-Hydn)xy-l-methylethyl)amino]-5-[(phenyhnethyl)thio3thia2olo[4,5-i/b 
2(3/0-one, 

5-[[(2,3-Difluorophenyl)methyl]thio]-7-[(2-hydroxy-l,l-dimethylethyl)amino] 
thiazolo[4,5-</Jpyrimidin-2(3/0-one, 

5-[[(2,3-DifIuorophenyl)methyl]thio]-7-[[(lJ?>2-hydroxy.l-methylethyI]amino] 
thiazolo[4,5-d]pyrimidm-2(5i0-one, 

5-[[(23-difluorophenyl)methyl]thio3-7-[[2-(hydroxyethoxy)ediyl3amino]thiazolo[4,5- 
</jpyrimidm-2(3//)-one. 
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5-[[(23-difluorophenyl)me%l]tMo]-7-[[2-hyd|oxy-l-(hydroxymeA^^ 
ihiazolo[4,5'd\pyTimidm'-2(3H)-one, 

7-[(2-ammoethyl)amino]-5-[[(2,3-difluorophenyl)me%l]t^ 
2(3/0-one, 

5-[[(23-^fiuorophenyl)methyl]thio]-7-[(2-hydroxyethyI)ainm 
2(3i0-one, 

A^-[2-[[5-[[(23-difluorophenyl)methyl]tMo]-2,3-dihydro^^ 
yl]amino]ethyl]methanesulfonamide, 
(+/-)-5-[[(23-di£luorophenyl)methyl]thio]^7-[[2<^^^ 
methylethyI3amino]thiazoIo[4,5-d]pyrimidin-2(3/0-on^ 

7-[[(lif>2-amino-l-me%le%l]aiiimo]-5-[[(23^^ thiazoio[4,5- 
^pyrii3aidin-2(3iy)-one, 

5-[[(2,3-difluorophenyI)methyl]thio]-74[(li?)-2-[a^^ 

methyletfayl]amno]thiazolo[4,5-^pyrimidm^^ 

5-[[(2,3-difluorophenyl)methyl]thio3-7-[[(lJ?)-2-(dime%lanuno>^ 

methylethyI]amino]tWazolo[4,5-^pyriinidin-2(3/f)-one, 

5-[[[4-(2-ammoethoxy)-3-^hlorophenyl]me%l]thio]-7-[[(li?)-2 1 - 

methylethyl]amino]thiazolo[4,5-^pyriimdin-2(3i^ 

5-lI3<Moro-4-methoxyphenyl)me%l]tWo]-7-[[(li?)-2-hydro 

methyIe%l)amino]thia2olo[4,5-^i]pyiimidm-2(J^ 

5-[[3-Cmoro-2-fluorophenyl)methyl]thio]-7-[[(li{>2-hydro^ 

thia2X)lo[4,5-^pyrimidin-2(5//)-one, 

5-|I(23-Difluorophenyl)methyl]thio]-7-[[(3iJ,4i?)-4-^^ 

tMa2olo[4,5-d]pyrimidin-2(3//)K)ne, 

5-[[(23-Difluorophenyl)methyI3thio]-7.[(3i2)-pyrroKdin-3-yl 
^/lpyrimidiii-2(3/0-oiie, 

7-[[(li?>2-Hydn>xy-l-methylethyl]ammo]-5-[[(2-me%l^ 
tMa2olo[4,5"^qpyrimidin-2(3fl)-one, 

7-[[2-Hydroxy"l-(hydroxymethyl)e%l]ainmo]-5-[[(2-methyI^ 
tMo]thia2olo[4,5-i/]pyrimidin-2(3i?)-one, 
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7-[(2-Hydroxy- 1 , 1 -dimethylethyl)amino]-5-[[(£-metfay 1-4-thi^ 
tMazoIo[4,5-^pyrimidin-2(3iiO-one, 
7-[(2-Hydroxy-l , 1 -dimethylethyl)amino3-5-[[(2-me% 
fiQpyrimidin-2(3if)-one, 

5-[(2-Furanylme1hyl)thio]-7-[[(Ii?)-2-hydroxy-l-metfayIeth^^ 
£/]pyrimidin-2(3//)-one, 

7-[[(l/?)-2-Amino-l"methylethyl]amino]-5-[[(3-chloro-2-£luorophenyl)^^ 
thiazoIo[4,5-^pyriinidin-2(3ff)-one 
^2iS;-2-[[5-[[(2,3-Difluorophenyl)methyl]thio]-2,3-dihydr^^ 
7-yl]ammo]-3-hydroxy-propanaimde, 

7-[[(l/?)-2-hydroxy-l-me%Ie%l]amino]-5-[(2-tWenylmethyl)thio]t^ 
d\pynmid\nr2(3H)-onc, 

7-[[(li?V2-hydroxy-l-methyle%I]amino]-5[[[3-methyM- 

(methylsulfonyl)phenyl]methyl]thio]thiazolo[4,5-^pyrimidm^^ 

5-[[[3<:hloro-4-(trifluoromethoxy)phenyl]methyl3thio]-7-[[(l^ 

methylethyl]amino]thiazolo[4,5-£qpyrimidin-2(3i^ 

5-[[[2-fluoro-3-(trifluoromethyl)phenyl]me%l]thio]-7-[[(li^^^ 

methylelhyl]amino]thiazolo[4,5-fi(jpyrimidin-2(3i^-one, 

5-[[(2J-dinuorophenyl)methyl3thio]-7-[2-[(dimethylaiiiino)etfayy 

^fjpyrimidin-2(3//)-one, 

5-[[(2-nuorophcnyl)methyl]thio]-7-[[(lif)-2-hydroxy-l-me%^ 
iflpyrimidin-2(3//)-one, 

7-[(( 1 Ry2'h\ droxy- 1 -metfayle%I]ainmo]-5-[[(2-methoxyphenyI)methyl)thio] 
thiazolo|4,5-^/]pyriinidin-2(3//)-one, 

7-[[(li?)-2-hydroxy-l-me%lethyl]amino]-5-[(2-phenoxyethyi)t^^^ 
^pyrimidin'2(3//)-one, 

7-[[(li?)-2-hydroxy-i-methylethyl]aniino]-5-[[(3-methyIphenyI)me 
^pyiimidin-2(3ii0-one, 

54[(2-fiuoro-3-methyIphenyl)methyl]tWo3-74[(lJZ)-^^^ 
thia2»Io[4,5-^pyrimidin-2(3/0-<>ne, 
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5-[[(3-cWorophenyI)methyl]thio]-7-[[(li?)-2-hydroxy-l-methyiethyl]a 
<i]pyrimidin-2(3//)-one, 

5-[[(3-bromophenyl)methyI]tMo]-7-[[(li2)-2-hydroxy-l -methyle% thia2olo[4,5- 
d]pyrimidin-2(3/i0-one, 

5-[[[4-(dmuorometfaoxy)phenyl]methyl]tMo]-7-[[(lJ2>2-^^^ 

methylethyl]ammo]tWazolo[4,5"cf]pyrimidin-2(3/^)-one, 

(+A>5-[[(2,3-difluorophenyl)methyl]thio]-7-[[2«hydroxy-l- 

(methoxymethyi)ethyl3ainmo]thiazolo[4,5-i/]pyrimidi^^ 

7-[[2-hydroxy- 1 -(hydroxymethyl)e%13amino]-5-[(phenyImethyI)tMo]tW 

t/lpyriirudin-2(3i^)H3ne, 

5-[[(2-bromophenyl)methyI]thio]-7-[[(lif>2-hydroxy-l-me% 
Jjpyriinidin-2(3//)-one, 

5-[[(2,3-DifluorophenyI)methyI]thio]-7-[[( li?)-2-hydroxy-l -methylethyI]araino] 
thiazolo[4,5-iflpyrimidin-2(5//)-one, 

5-[[3-Chloro-2-fluorophenyl)methyl]tMo]-7-[[(ljR)-2-hydroxy-l-methyk^ 

tMazolo[4,5-d]pyrimidin-2(5//)-one, 

(+/.).5.[[(23-difluorophenyi)me%l]thio]-7-[[2-hydro 

(methoxymethyl)ethyI]ainino]thia2olo[4,5-<i]pyrimidin-2(3^^ 

7-[[2-hydroxy-l-(hydroxymethyl)e%i]aniino]-54(phenylmeth^^ 

^pyrimidin-2(3/f)'One, 

7-[[(li?).2-Hydroxy-l-methylethyI]ainino]-5-[(phenyto^ 
^pyrimidin-2(3/0-one, 

5-[(5-cWoro-l,2,3-tMadia2X)l-4-yl)tMo]-7-[[(lJf).2-hydroxy-l^ 

thia2oIo[4,5-rf}pyrimidin-2(3/0-one, 

and their pharmaceutically acceptable salts and solvates. 

Particular salts of compounds of formula (I) include: 
5-[[(23-Difluorophenyl)methyl]tWo3-7-.[[(li?>2-hydroxy-l-methyl^^ 
tfaia2olo[4,5-£/|pyrimidin-2(ii^)-one sodium salt, 

5-[[3-CWoro-2-fluorophenyl)methyl]tMo3-74[(li2)-2-hydroxy-l-methyk 
thia2X)lo[4,5-^pyrimidin-2(i//)-one sodium salt. 
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(+/-)-5-[[{2,3-difluorophenyI)methyI]thio]-7^[2-hydroxy-l- 
(methoxymethyI)ethyl]amino]thia2oIo[4l5-d]pyrimidm-2(3iy^ sodium salt, 
7-[[2-hydroxy- i Kliydroxymethyl)e%I]ammo]-5-[(phenyImethyl)thio]thia2olo[4,5- 
^i]pyrimidin-2(3J^0-one sodium salt, or 

7-[[(li?)-2-Hydroxy-l-methyiethyl]amiiio]-5<(phenylmethyl)thio]thiazolo[4,5- 
</jpyrimidin-2(3if)-one sodium salt 

Further particular salts of compounds of formula (I) include: 

?-[[( IiJ)-2-amino-l -methylethyl3amino]-5-[[(2,3-difluorophenyl>nethyl]thio] thiazolo[4,5- 
d]pyrimidin-2(3/0-one trifluoroacetate, 

5-[[(23-difiuorophenyl)methyl]thio]-7-[[(l^)-2-[(2-hydroxyethyI)amino]-l- 
methyiethyl]amino]thia2»lo[4,5-i/jpyrimidin-2(3i/)-one trifluoroacetate, 
5-[[(23-difluorophenyI)methyl]thio]-7-[[(lJe)-2-(dimethylamino)-l- 
methylethyl3amino]thia2X)lo[4,5-<fipyrimidin-2(3//)-one, 
5-|I[4-(2-aminoethoxy)-3-chlorophenyl]methyI]thio]-7-[[(lJ?)-2-hydroxy-l- 
methyIethyi]amino]thiazolo[4,5-<i]pyrimidin-2(3/f)-one trifluoroacetate, 

5<[(2,3-difluorophenyl)methyl]thio]-7-[2-[(dimethylamino)ethyl]amino]thiazolo[4,5- 
</3pyriinidin-2(3/0-onie monohydrochloride, or 

5-[[(23-IMfluorophenyI)methyI]tWo]-7-[(3^>pym)Iidin-3-ylamino]thiazolo[4,5- 
^/|pyrimidin-2(3/f)-one dihydrochloride. 

According to the invention there is also provided a process for the preparation of a 
compound of fonnula (I) which comprises either: 

Treatment of a compound of formula (HA) 




O O 



(HA) 
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where and R^ are as defined in formula (I) with a thiol R^SH in the presence of a 
suitable base and optionally forming a pharmaceutically acceptable sait. The reaction may 
be carried out in a mixed solvent of DMSO and ethanol at a temperature between 0**C and 
lOO^C using sodium borohydride as the base. 

Compounds of formula (IIA) where R*, R^ and R^ are as defined in formula (I) may be 
prepared by treatment of compounds of formula (I) with a suitable oxidising agent such as 
oxone. The reaction may be carried out in a solvent such as acetonitrile at a temperature 
between OX and lOOX. 

Or treatment of a compound of formula (IIB): 




(UB) 



where R*, R^ and R^ are as defined in formula (I) and X is a leaving group with a metal 
alkoxide, followed by treatment with an acid or base and optionally forming a 
pharmaceutically acceptable salt 

X is any suitable leaving group such as halogen. The reaction may be carried out in an 
alcohol solvent such as methanol and the deprotection carried out in a solvent such as 1,4- 
dioxane. Examples of metal alkoxides include potassium methoxide. Examples of suitable 
acids include hydrochloric acid. Preferably the compound of formula (IB) is treated with 
a metal alkoxide such as potassium methoxide followed by an acid such as cone, HCl in a 
solvent such as 1,4-dioxane. 

Compounds of formula (IIB) where R', R^ and R^ are as defmed in formula (I) and X is a 
halogen, may be prepared fi-om correspondmg compounds (IIB) where R\ R^ and R^ are as 
defined in formula (I) and X is NHj by treatment with a diazotizmg agent such as 
isoamylnitrite and a halogenating agent such as bromoform. 

Compounds of formula (IIB) where R*, R^ and R^ are as defined in formula (I) and X is 
NHjmay be prepared either by treatment of a compound of formula (IIIA): 
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SH 



(HIA) 



where and are as defined in formula (I) and X is NH2 with a compound of formula 
R^X where R* is as defined above and X is a leaving group such as bromide in the presence 
of a base such as diisopropyiethyiamine in an inert solvent such as DMSO/AT- 
methyipyrrolidinone at a temperature between 0®C and 100°C. 

Compounds of formula (IIIA) where R^ and R^ are as defined in formula (I) and X is NH2 
may be prepared by treatment of a compound of fonnula (IIB) where R^ and R^ are as 
defined in formula (I), X is NH2 and R^ is a suitable benzyl group such as bensyl or 2p- 
difiuoroben2yl with a reducing medium such as sodium metal in liquid ammonia, or by 
treatment of a compound of formula (IIIB): 



where R is as defined in formula (I) and L is a leaving group such as chlorine with an 
amine HNR^R^ where R^ and R^ are as defined in fonnula (I), The reaction may be carried 
out in a solvent such as A^-metfayl-pyirolidine at a temperature between O^C and 150**C 

Compounds of formula (IIIB) where R^ is as defined in fonnula (I) and L is a halogen may 
be prepared by treating a compound of fonnula (IIIB) where R^ is as defined in formula (I) 
and L is a hydroxyl group with a halogenating agent such as phosphorous oxychloride. 
The reaction may be carried out in the presence of dimethylaniline at reflux. 

Compounds of formula (IIIB) where R* is as defined in fonnula (I) and L is a hydroxyl 
group may be formed either by treatment of a compound of formi^ (IV A) with a 
compound of formula R*X \^ere R' is as defined above and X is a leaving group such as 



L 
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bromide in the presence of a base such as potassium ferf-butoxide in an inert solvent such 
as DMSO at ambient temperature. 

OH 

N-^N^SH 
aVA) 

Or by heatii^ a compound of formula (TVB) v^ere R' is as defined above. 

OH 

■N 

HjN ^N-^S-R^ 

dVB) 

The reaction is preferably carried out in a suitable solvent such as DMF at elevated 
temperature, for example at about 120°C. 

Compounds of formula (TVB) may be readily prepared by reacting a compound of general 

formula (V) who^n R' is as defined above, with potassium thiocyanate and bromine in an 

inert solvent such as dime&ylformamide/pyridine. 

OH 




(V) 

Compoimds of formula (V) are suitably prepared by reacting a compound of formula (VI): 




^N' ^SH (vi) 
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with a compound of fonnula R^X where is=as defined above and X is a leaving group 
such as bromide in the presence of a base'such as-sodium hydride in an inert solvent such 
as DMF at ambient temperature. 

Compounds of fonnula (IVA) and (VI) are either commercially available or are well 
known in the literature. 

It will be appreciated by those skilled in the art that in the processes described above the 
functional groups (e.g. hydroxyl groups) of intermediate compounds may need to be 
protected by protecting groups. The final stage in the preparation of the compounds of the 
invention may involve the removal of one or more protecting groups. The protection and 
deprotection of functional groups is fully described in Protective Groups in Organic 
Chemistry', edited by J. W. F. McOmie, Plenum Press (1973), and Trotective Groups in 
Organic Synthesis', 2nd edition, T. W. Greene & P. G. M. Wuts, Wiley-Interscience 
(1991). 

Novel intermediate compounds form a further aspect of the invention. In particular 
compounds of fonnula (IIA), (IIB) and (IIIA) are novel and form an aspect of the 
inventioiL 

The compounds of formula (I) above may be converted to a pharmaceutically acceptable 
salt or solvate thereof, preferably a basic addition salt such as sodium, potassium, calcium, 
alummium, lithium, magnesium, zinc, benzathine, chloroprocaine, choline, 
diethanolamine, ethanolamine, ethyldiamine, meglumine, tromethamine or procaine, or an 
acid addition salt such as a hydrochloride, hydrobromide, phosphate, acetate, fiimarate, 
maleate, tartrate, citrate, oxalate, methanesulphonate or j7-toluenesulphonate. 

The compounds of fonnula (I) have activity as pharmaceuticals, in particular as modulators 
of chemokine receptors, and may be used in the treatment (therapeutic or prophylactic) of 
conditions/diseases in human and non-human animals vMch are exacerbated or caused by 
excessive or unregulated production of chemokines. Examples of such conditions/diseases 
include: 

(1) (the respiratory tract) obstructive airways diseases including chronic 
obstructive pulmonary disease (COPD); asthma, such as bronchial, allergic, 
mtrinsic, extrinsic and dust asthma, particularly chronic or mveterate asthma 
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(e.g. late asthma and airways hypgrTresponsiveness); bronchitis; acute, allergic, 
atrophic rhinitis and chronicdiinitis iijcluding rhinitis caseosa, hypertrophic 
rfiinitis, rhinitis purulenta, rhinitis sicca and rhinitis medicamentosa; 
membranous rhinitis including croupous, fibrinous and pseudomembranous 
rhinitis and scrofoulous rhinitis; seasonal rhinitis including rhinitis nervosa 
(hay fever) and vasomotor rhinitis; sarcoidosis, farmer's lung and related 
diseases, fibroid lung and idiopathic interstitial pneumonia; 

(2) (bone and joints) rheumatoid arthritis, seronegative spondyloarthropathies 
(including ankylosing spondylitis, psoriatic arthritis and Reiter's disease), 
Behcet's disease, Sjogren's syndrome and systemic sclerosis; 

(3) (skin) psoriasis, atopical dermatitis, contact dermatitis and other ec2matous 
dermitides, seborrhoetic dermatitis. Lichen planus, Pemphigus, bullous 
Pemphigus, Epidermolysis bullosa, urticaria, angiodermas, vasculitides, 
erythemas, cutaneous eosinophilias, uveitis, Alopecia areata and vernal 
conjunctivitis; 

(4) (gastrointestinal tract) Coeliac disease, proctitis, eosinopilic gastro-enteritis, 
mastocytosis, Crohn's disease, ulcerative colitis, food-related allergies which 
have effects remote fi-om the gut, e.g., migraine, rhinitis and eczema; 

(5) (other tissues and systemic disease) multiple sclerosis, atherosclerosis. 
Acquired Immunodeficiency Syndrome (AIDS), lupus erythematosus, 
systemic lupus, erythematosus, Hashimoto's thyroiditis, myasthenia gravis, 
type I diabetes, nephrotic syndrome, eosmophilia fescitis, hyper IgE syndrome, 
lepromatous leprosy, sezary syndrome and idiopathic thrombocytopenia 
pupura; post-operative adhesions, and sepsis. 

(6) (allograft rejection) acute and chronic foUowmg, for example, transplantation 
of kidney, heart, liver, lung, bone marrow, skin and cornea; and chronic graft 
versus host disease; 

(7) Cancers, especially non-small cell lung cancer (NSCLC), malignant melanoma, 
prostate cancer and squamous sarcoma, and tumour metastasis; 
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(8) Diseases in which angiogenesis is associated wth raised CXCR2 chemokine 
levels (e.g. NSCLC, diabetic^r^tinopaliiy). 

(9) Cystic fibrosis, stroke, re-perfiision injury in the heart, brain, peripheral limbs 
and other organs. 

(10) Bum wounds & chronic skin ulcers 

(11) Reproductive Diseases (e.g. Disorders of ovulation, menstruation and 
implantation, Pre-term labour, Endometriosis) 

Thus, the present invention provides a compound of formula (I), or a pharmaceutically- 
acceptable salt or solvate thereof, as hereinbefore defined for use in therapy. 

Preferably the compotmds of the invention are used to treat diseases in \^4iich the 
chemokine receptor belongs to the CXC chemokine receptor subfamily, more preferably 
the target chemokine receptor is the CXCR2 receptor, 

Particular conditions which can be treated wth the compounds of the invention are 
psoriasis, diseases in which angiogenesis is associated with raised CXCR2 chemokine 
levels, and COPD. It is preferred that the compounds of the invention are used to treat 
psoriasis. 

In a further aspect, the present invention provides the use of a compound of fonnuia (I), or 
a phaimaceutically acceptable salt or solvate thereof, as hereinbefore defined in the 
manu&cture of a medicament for use in therapy. 

In a still further aspect, the present invention provides the use of a compoimd of formula 
(I), or a pharmaceutically acceptable salt or solvate thereof, as hereinbefore defined in the 
manufacture of a medicament for the treatment of human diseases or conditions in which 
modulation of chemokine receptor activity is beneficial. 

In the context of the present specification, the term "therapy" also includes "prophylaxis" 
imless there are specific indications to the contrary. The terms "therapeutic" and 
"therapeutically" should be construed accordingly. 
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The invention still further provides a method pf treating a chemokine mediated disease 
wherein the chemokine binds to a chemofcine (especially CXCR2) receptor, which 
comprises administering to a patient a therapeutically effective amount of a compound of 
formula (I), or a pharmaceutically acceptable salt or solvate thereof, as hereinbefore 
defined. 

The invention also provides a method of treating an inflammatory disease, especially 
psoriasis, in a patient suffering from, or at risk of, said disease, which comprises 
administering to the patient a therapeutically effective amount of a compound of fonnula 
(I), or a pharmaceutically acceptable salt or solvate thereof, as hereinbefore defined. 

For the above-mentioned therapeutic uses the dosage administered will, of course, vary 
with the compound employed, the mode of administration, the treatment desired and the 
disorder indicated. 

The compounds of formula (I) and pharmaceutically acceptable salts and solvates tiiereof 
may be used on their own but will generally be administered in the form of a 
pharmaceutical composition in which the formula (I) compound/salt/solvate (active 
ingredient) is in association with a pharmaceutically acceptable adjuvant, diluent or carrier. 
Depending on the mode of administration, the pharmaceutical composition will preferably 
comprise fi-om 0.05 to 99 %w (per cent by weight), more preferably from 0.05 to 80 %w, 
still more preferably from 0.10 to 70 %w, and even more preferably from 0.10 to 50 %w, 
of active mgredient, all percentages by weight being based on total composition. 

The present invention also provides a pharmaceutical composition comprising a compound 
of formula (I), or a pharmaceutically acceptable salt or solvate thereof, as hereinbefore 
defined, in association with a pharmaceutically acceptable adjuvant, diluent or carrier. 

The invention further provides a process for the preparation of a pharmaceutical 
composition of the invention which comprises nuxing a compound of formula (I), or a 
pharmaceutically acceptable salt or solv^e tiiereof, as hereinbefore defmed, witii a 
pharmaceutically acceptable adjuvant, diluent or carrier. 

The pharmaceutical compositions may be administered topically (e.g. to flie lung and/or 
airways or to the skin) in the form of solutions, suspensions, heptafiuoroalkane aerosols 
and dry powder formulations; or systemically, e.g. by oral administration in the form of 
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tablets, capsules, syrups, powders or granuleSvOr by parenteral administration in the form 
of solutions or suspensions, or by subcutaiiieous adtnixustration or by rectal administration 
in the form of suppositories or transdermaiiy. Preferably the compounds of the invention 
are administered orally. 

The invention will now be further illustrated by reference to the foUowng examples. In 
the examples the Nuclear Magnetic Resonance (NMR) spectra were measured on a Varian 
Unity Inova 300 or 400 MHz spectrometer and the Mass Spectrometry (MS) spectra 
measured on a Finnigan Mat SSQ7000 or Micromass Platform spectrometer. Where 
necessary, the reactions were performed under an inert atmosphere of ei&er nitrogen or 

argon. Chromatography was generally performed using Matrex Silica 60 (35-70 micron) 
® 

or Prolabo Silica gel 60 (35-70 micron) suitable for flash silica gel chromatography. 
High pressure liquid chromatography purification was perfoimed using either a Waters 
Micromass LCZ with a Waters 600 pump controller. Waters 2487 detector and Gilson 
FC024 fraction collector or a Waters Delta Prep 4000. The abbreviations m.p. and DMSO 
used in the examples stand for melting point and dimethyl sulphoxide respectively. 
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Elxamplel 

7-{(2-Hydroxy-l,l-dimethylethyl)araiBo]-5-[(phenylmethyI)thio]thi^ 
rflpyrimidin-2(3i5/)-oiie 

5 

(a) Thiocyanic acid, 6-ammo-l,4-dihydro-4-oxo-2-l(phenylmeAyl)thio]-5-pyrm 
ester 

im 6-Amino-2-[(phenylmethyi)thio]-4( 1 jy)-pyr^ (1 0.5g)[ preparation as described in 
10 WO 9635678] and potassiuni thiocyanate (25g) in A^, A'^imethylfor^ 

heated together at 65**C. Pyridine (6.3ml) was added and the solution cooled to S^'C. 
Bromine (2.2ml) was added slowly and the reaction mixture stirred for 2 hours at 5-1 0**C- 
^ The reaction mixture was poured onto ice water, stirred for 1 hour and the solid was 

p isolated by filtration. After washing with water and ether, a pure sample was obtained after 



15 trituration with hot methanol. 



MS (APCI) 291 (M+H, 100%). 



(b) 2-Amino-5-[(phenyImethyI)thioIthiazolo[4,5'-^/Ipyrimidia-7(4/ir)-one 

Id 20 

^ The product of example 1 step a) (7.35g) was heated at 120°C in A^,A^-dimethylformamide 

(40ml )/waier ( 1 0ml) for 1 0 hours. After cooling, the resulting solid was filtered off^ 
fy washed with water, then ethyl acetate to give the subtitle compound 



25 m.p. 325**C 

MS (APCI) 291 (M+H, 100%). 

(c) 7«Ch luro«5-(( phenylmethyI)thio] thiazoIo[43-4pyrimidin-2-anime 

30 The product from example 1 step b) (0.89g), phosphorus oxychloride (12nd) and NM-^ 
dimethylaniline ( 1 .2ml) were heated at reflux for 2 hours. The cooled reaction mixture was 
poured onto ice water and stirred for 2 hours. Chromatography (SiOj, 
methanol/dichloromethane as eluant) gave the sub-title compound. 



35 



m.p.217-218.5^C 

MS (APCI) 309 (M+H, 100%). 
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{d)2-[I2-Amino-5-[(phenylmethyl)thioJthia2olo|4^pyrimidin-7-ylIamm^ 
metfayi-l-propanol 

The product from example 1 step c) (0.6g) and l-amino-2-methyi-propan-2-oI (l.Ig) in 
tetiahydrofiiran (lOmi) was heated in a sealed vessel at 100 "C for 18 hours. The mixture 
was evaporated to dryness and purified (SiO^, ediyi acetate as eluant) to give the subtitle 
compound (0.46g). 

MS (APCI) 362 (M+H*, 100%). 

(e) 2-[[2-Bromo-5-{(phenylmethyI)thiolthiazolo[4^pyrimidm-7-yl]ainuiol-2- 
methyi-l-propanol 

To a solution of the product from example 1 step d) (O.Ig) in bromoform (5ml) was added 
isoamyhiitrite (0.13ml) and the mixture heated at 60°C for 10 mins. The mixture was 
evaporated to dryness and purified (SiOj, ethyl acetate: dichlorometbane 1 :9 as eluant) to 
give the subtitle compound as a colourless soUd (0.043g). 

MS (APCI) 427 (M+ir, 100%). 

(f) 2-II2-Methoxy-5-l(phenylmethyi)thiolthiazolo[4^-rflpyriniidin-7-yI]amino]-2- 
mediyt-l-propanol 

To a solution of the product firom example 1 step e) (0.36g) in methanol (5ml) was added 
potassium hydroxide (0.095g) and the mixture stined for 30 mins. The mixture was 
neutralised with concentrated hydrochloric acid then evaporated to dryness and purified 
(SiOj, ethyl acetate: dichiotomethane 1:9 as eluant) to give the subtitle compound as a 
colourless solid (0.245g). 

MS (APCI) 377 (M+ir, 100%). 
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(g)7-l(2-Hydroxy-iaHiimethyIethy0amiiw}-5-[(phenylmethyl)thiolth 
<f]pyrimidiD-2(3iO-one 

To a solution of the product from example 1 step f) (O^lg) in 1,4-dioxane (5ml) was added 
water (0.1ml) and concentrated hydrochloric acid (1 drop). The mixture heated at 45''C for 
3 hours then evaporated to dryness. Recrystallisation (acetonitrile) gave the title compound 
(0.1 lOg). 

M.P 207-8 °C 

MS (APCI) 363 (M+fT, 1 00%). 

NMR 5H (^^-DMSO) 12.37 (IH, s), 7.43-7.23 (5H, m), 6.61 (IH, bs), 4.81 (IH, t), 4.34 
(2H, s), 3.55 (2H, bs), 1.32 (6H, s). 

EXAMPLE 2 

(lt)-7-[[l-(H[ydroxymethyl)propyI]aminoJ-5-I(phenylmethyl)fhio]thiazolo[4,5- 
4i]pyrimidln-2(3iO-one 

(a) (*)-24[2-Amino-5-[(phenylmethyI)thio]thiazoio[4^-rflpyrimidin-7-yl]amino]-I- 
butanol 

To a mixture of the product of example 1 step c) (2.5g) and (/?)-(-)-2-amino-l-butanol 
(5g) in a solvent of N-methylpyrrolidinone (10 ml) was added A^iV-diisopropylethylamme 
(5 ml) and the resultant mixture healed at 100»C for 1 0 hours. The mixture was poured mto 
water and the product collected by filtration to give the subtitle compound (2.5g) 

MS (APCI) 362 (M+H*, 100%). 

(b) (*)-2-I[2-Bromo-5-{(phenyimethyl)thio]thiazolo[4^-<qpyrimidin-7-yI]aminol-l- 
butanol 



Prepared by the method of example 1 step e), using the product of example 2 step a). 



MS (APCI) 427 (M+H\ 100%). 
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(c) (i?)-2-[[2-Methoxy-5-((phenylmethyI)tiiU>JthiazoIo[4pw/]pyrimidm^^ 
butanol 

Prepared by the method of example 1 step f), using the product of example 2 step b). 
MS (APCI) 377 (M+H*, 100%). 

(d) (J?)-7-[[l-(Hydroxmethyl)propyl]ainmo]-5-[(phenylmethyl)thio]thiazolo[4^ 
</Ipyrimidin-2(3i9)-one 

Prepared by the method of example 1 step g), usii^ the product of example 2 step c). 

M.P 217-8 °C 

MS (APCI) 363 (M+H*, 100%). 

NMR 6H id6-DMS0) 12.37 (IH, s), 7.43-7.21 (6H, m), 4.68(1H, t), 4.32 (2H, q), 4.09 
(IH, bs), 3.47-3.32 (2H, m), 1.69-1.59 (IH, m), 1.48-1.41 (IH, m). 0.82 (3H. t). 

EXAMPLE 3 

(K)-7-({2-Hydroxy-l-methyIethyl)aminol-5-I(phenylmefhyl)thioJthia2oIo[4,5- 
</|pyrimidin-2(3frH>ne 

(a) (R)'2-\ |2-Amino-5-((phenylmethyl)thio]fhiazolo[4,5-rf]pyriiiudin-7-yl}amino]- 1- 
propanol 

Prepared by the method of example 2 step a), using the product of example 1 step c) and 
(/f )-{-)-2-amino- 1 -propanol. 

MS (APCI) 412 (M+H*. 100%). 

(b) (K>2-{12-Bromo-5-[(phenylmethyl)thio]thiazoloI4^pyrimidin-7-yI]amino]- 1- 
propanol 



Prepared by the method of example 1 step e), using the product of example 3 stq) a) 
MS (APCI) 348 (M+H*. 100%). . 
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(c) fi?)-2-[I2-Methoxy-5-[(phenyimethyl)tfaio]thia2olof4,5-^p^^ 1- 
propanol 



Prepared by the method of example 1 step f), using the product of example 3 step b) 
MS (APCI) 363 (M+H\ 100%). 



(d)(iJ;-7-I(2-Hydroxy-l-methylethyl)ammo]-5-[(phenylmcthyI)thiolthia2olo[4^^ 
i/]pyrimidin-2(3jH)~^i^^ 



Prepared by the method of example 1 step g), using the product of example 3 step c). 



MS (APCI) 349 (M+H^ 100%), 

NMR 5H (J<5-DMS0) 12,38 (IH, s), 7.44-7.20 (6H, m), 4.72 (IH, t), 4.32 (2H, m), 4.23 
(IH, m), 3.49-3.29 (2^ m), LI 1(3H, d). 



EXAMPLE 4 



5-{[(2^DiflaorophenyI)methyllthio)-7-[(2-hydroxy'14-dimethylethyI)amin^^ 
thiazoIo[4,5H!/Ipyrimidin-2(3^-one 



(a)2-Ami&o-5-[[(2^-difiuorophenyl)methyl]thio]thiazolo[4^-4pyrimidm^ 

Potassium r-butoxide solution (0.45ml of IM solution in tetrahydrofuran) was added to a 
stirred solution of 2-aniino-5,6-dihydro-5-tHoxo-tiuazolo[4,5-flOpyrinudin-7(¥ii^ 
(0.09g) [Cited: Indian J. Chem., Sect B (1989), 28B(l 1), 964-5.] and 2,3-di£luoroben2yl 
bromide in dimethyl sulphoxide (2ml). After stirring for 3 days, the reaction mixture was 
poured onto water to give and the subtitle compound, isolated by filtration. 



MS (APCI) 327 (M+ir, 100%). 



(b) 7-Chloro-5-[[(2^-difluorophenyl)methyijthio]thiazoIo[4,5-d]pyrimidin-2-amine 
Prepared by the method of example 1 step c), using the product of example 4 step a). 



MS (APCI) 345 (M+r, 100%). 



wo 01/25242 



22 



PCT/GBOO/03692 



(c) 2-Il2-Amino-5-[^(2^Hiffluorophenyl)methy^thiolthiazoloI4,5w^]py^imidi^^^ 
yI]amino]-2-methyl-l-propanol 

Prepared by the method of example 2 step a), using the product of example 4, step b) and 
2-amino-2-methylpropanoL 

MS (APCI) 398 (M+H% 100%). 

(d) 2-[[2-Bromo-5-[[(2^difluorophenyl)methyl]thiolfhiaz»lo(4,5w/]pyrimidin-7- 
yi]amino]-2-methyl-l-propanol 

Prepared by the method of example 1 step e), using the product of example 4 step c). 
MS (APCI) 462 (M+H^ 100%). 

(e) 2-([5-[[(2^-Difluorophenyl)methyI]thioJ-2-methoxythia2olo[4,5-<i]pyrimidin-7- 
yl]amino}-2-methyM-propanol 

Prepared by the method of example 1 stq> f), using the product of example 4 step d). 
MS (APCI) 413 (M+H*, 1 00%). 

(f) 5-[K23-Difluorophenyl)methylJthio]-7-[(2-hydroxy.l,l^iimetfaylethyI)aminol 
thiazolo[4,5-</|pyrimidiii-2(3^-one 

Prepared by the method of example 1 step £), using the product of example 4 step e), 
MS (APCI) 399 (M+H*, 100%). 

NMR 8H (d6-DMS0) 12.41 (IH, s), 7.41-7.30 (2H, m), 7.21-7.13 (IH, m), 6.64 (IH, bs), 
4.79 (IH, t), 4.41 (2H, s), 3.53 (2H, d), 1.29 (6H, s). 
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EXAMPLES 

5-[[(2^-Dffluorophenyl)methyl]tluo]-7-[[(lJ?>2-hydroxy-l-mcthylethylJam^ 
thiazolo[4p-</ipyriiiitdin-2(iJ7)-one 

(a) ^J?>2-([2-Aimno-5-[I(23-difluorophenyl)methylJthio]thiazolo[4^wflpyrimidin-7- 
yljamino]-! -propanol 

Prepared by the method of example 2 step a), using the product of example 4 step b) and 
(iJ>(-)-2-amino-l-propanol. 

MS (APCI) 384 (M+H*, 100%). 

(b) (2J?>2-{(2-Bromo-5-[[(23-difluorophenyl)methyIlthio]thia2oIol4,5-<qpyriinidin-7- 
yl]amino]-l-propanoI 

Prepared by the method of example 1 step e), using the product of example 5 step a). 
MS (APCI) 448 (M+H\ 100%). 

W-2-lI5-l[(23HlMuorophenyl)metfayllthiol-2-methoxythiazolo[4,5-rflpyrimidm- 
7-yI)aiiiiiio)-i-propanol 

Prepared by the method of example 1 step f), using the product of example 5 step b) 
MS (APCI) 398 (M+ir, 100%). 

(d)5-[{(2^-DifluorophenyI)methyIlthiol-7-[l(LR)-2-hydroxy-l-methyIethyllamuio] 
thiazolo(4^-dlpyrimidui-2(J5)-one 

Prepared by the method of example 1 step g), using the product of example 5 stepc). 

MS (APCI) 385 (M+H\ 100%). 

NMR 5H (d6-DMS0) 12.41 (IH, s), 7.41-7.11 (4H, m), 4.72 (IH, t), 4.39 (2H, m), 4.21 
(IH, m), 3.47-3.29 (2H, m), 1.09 (3H, d). 
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EXAMPLE6 

5-[l(23-dinuorophenyI)methyllthio]-7-{[2-(hydroxyethoxy)ethyI]amino]thiazoIo[4,5- 
</]pyrimidin-2(3J9)-one 

(a) 2-p-[I2-ammo-5-IIC2>3-difluorophenyl)methyl]thio|thiazolo[4^-^pyrimidiii-7- 
yI]amino]ethoxy)etfaanoI, 

Prepared by the method of example 2 step a), using the product of example 4, step b) and 
2-(2-aminoethoxy)-ethanoL 

MS (APCI) 414 (M+H*, 100%). 

(b) 2-[2-I[2-bromo-5-I((23-difluorophenyl)methyl]thiolthiazolo[4,5-</]pyrimidiii-7- 
yl]amino]ethoxy]ethanol, 

Prepared by the method of example 1 step e), using the product of example 6 step a). 
MS (APCI) 478 (U+U\ 100%). 

(c) 2-[2-I{5-[l(23-difluorophenyl)methyl]thioJ-2-methoxythiazoIo[4^dlpyrimidin-7- 
yI]amino]ethoxy]ethanoI, 

Prepared by the method of example 1 step f), using the product of example 6 step b). 
MS (APCI) 429 (M+ir, 100%). 

(d) 5-n(23-difluorophenyI)methylIthiol-7-[I2-(2-hydroxyethoxy)ethyIlamino] 
thia2oIo[4^pyrimidin-2(3fl)-one 

Prepared by the method of example 1 step g), using the product of example 6 step c). 
M.P 213-4 »C 

MS (APCI) 415 (M+K, 100%). 

NMR 5H (d6-DMS0) 12.41 (IH, s), 7.39-7.1 1 (4H, m), 4.57 (IH, t), 4.39 (2H, s), 3.57- 
3.38 (8H,m). 
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EXAMPLE? 

5-[I(23-difluorophenyl)methyl]thioJ-7-[[2-hydroxy-l-^hydroxymethy 
thiazolo[4,5-^ py rimidm-2(3if)-one, 

(a) 2-[[2-amino-5-[[(2^difluorophenyI)mcthylJthio]thia201o[4,5-rflpyrimidin-7- 
yl]amino]* 1^-propanedioI, 

Prepared by the method of example 2 step a), using the product of example 4, step b) and 
2-amino- 1 ^-propandiol. 

MS (APCI) 400 (M+H*, 100%). 

(b) 2-II2-Bromo-5-[I(23-dffluorophenyI)methyIJthioJthia2oloI4,5wqp^^ 
yljamino]* 13-propanedioI, 

Prepared by the method of example 1 step e), using the product of example 7 step a). 
MS (APCI) 464 (M+E\ 100%). 

(c) 2-nS-[[(23-difluorophenyI)methyl]thio]*2-methoxythiazolo[4,5-</]pyrimidm-7- 
yl]amino]- 13-propanedioI, 

Prepared by the method of example 1 step f), using the product of example 7 step b). 
MS (APCI) 415 (M+ir, 100%). 

d) 5-[[(23-dmuorophe]iyI)methyl]tiuo}-7-[[2-Iiydroxy-l- 

(hydroxymethyI)ethyI]ammo]tMazoIo[4^-</|pyrimidin*2(3^-one, 

Prepared by the method of example I step g), using the product of example 7 step c). 
M.P 178-9«C 

MS (APCI) 401 (M+KT, 100%). 

NMR 5H (rf5-DMS0) 12.41 (IH, s), 7.42-7.1 1 (4H, m), 4.66 (2H, s), 4.40 (2H, s), 4.19 
(IH^), 3.49 (4H,m). 
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EXAMPLE 8 

7-[(2-aminoethyI)amino]-5-{[(293-diiIuorophenyl)inethyI]thio]thiazoIo[4,5- 
rflpyrimidm-2(3jH)-one, 

(a) [2-[[2-amino-5-[[(23-difluorophenyl)me{hyl]thio]thiazoIo[4,5-^pyriinidin-7- 
yI]amino]ethyi]-carbainic acid, 1,1-dimethyIethyI ester 

Prepared by the method of example 2 step a), using the product of example 4, step b) and 
(2-aminoethyl)-carbamic acid, 1,1-dimethylethyi ester. 

MS (APCI) 469 (M+tr, 100%). 

b) [2-[[2-bromo-5-[I(23-difluorophenyl)methyIlthioIthiazoloI43-rfjpyrimW 
yl]ammo]ethyI]-carbamic acid, 1,1-diniethyletbyI ester 

Prepared by the method of example 1 step e), using the product of example 8 step a). 

MS (APCI) 533 (M+H*, 100%). 

c) I2-([5-[[{23-difluorophenyl)methylJthio]-2'methoxythiazolo(4^-rf|pyrimidm^ 
yI]amino]ethyl]-carbamic acid, 14-dimethylethyI ester 

Prepared by the method of example 1 step f), using the product of example 8 step b), 
MS (APCI) 489 (M+ir, 100%). 

d) 7-[(2-aminoethyl)aminol-5-I[(23-difluorophenyi)methyIlthio]fhiazolo[4,5- 
^pyrimidin-2(310-one, 

Prepared by the method of example 1 step g), using the product of example 8 step c). 
M.P 215-6 ''C 

MS (APCI) 370 (M+H% 100%). 

NMR 5H (ds-DUSO) 12.00 (IH, s), 7.45-7.1 1 (3H, m), 6.35 (lH,bs ),4.37 (2H, s), 3,48 
(2H,m),2.92(2H,t), 
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EXAMPLE 9 

5-[[(23-difluorophenyl)methyIltUo]-7-((2-hydroxycthyl)aminoJ& 
rf]pyriiiiidin-2(3£0-on^ 

(a) 2-([2-amino-5-[[(23-difluorophenyI)methyllthiolfhia2olo{4,5-rfIpyrim 
yl]aniinolethanol. 

Prepared by the method of example 2 step a), using the product of example 4, step b) and 
ethanolamine 

MS (APCI) 370 (M+H*, 100%). 

(b) 2-Il2-bromo-5-[[(23-difluorophenyI)methyI]tUo]thiazolo{4,5-^ 
yllaimnojethanol, 

Prepared by the method of example 1 step e), using the product of example 9 step a). 
MS (APCI) 434 (M+r, 100%). 

c) 2-[{5-[[(2^-difluorophenyl)methyI]tfaio]-2-methoxythiazolo[4,5-d]pyrimidm^^ 
yI}amino] ethanol. 

Prepared by the method of example 1 step f), using the product of example 9 step b). 
MS (APCI) 385 (M+HT, 100%). 

d) 5-Il(23-difluorophenyI)methyl]thio]-7-[(2-hydroxyethyI)aminolthia2olo[4,5- 
i/|pyrimidin-2(3j9)-oiie. 

Prepared by the method of example 1 step g), using the product of example 9 step c). 

M.P 217-9 X 

MS (APCI) 371 (M+ir, 100%). 

NMR5H (rf5-DMS0) 12.43 (IH, s), 7.67-7.64 (IH, m), 7.39-7.33 (2H,m), 7.16-7.12 (IH, 
m), 4.73 (IH, t), 4.40 (2H, s), 3.52-3.42 (4H, m). 
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EXAMPLE 10 

A^-(2-[[5-[{(23-difluorophenyI)methyI]thio]-23-dihydro-2-oxot^ 
i/]pyrimidin-7-yl]amino]ethyl]methaiiesuifonainide, 

(aj A^-[2-[[2-amino-5-[[(2,3-difluorophenyl)methyI]thioJthiazoIo[4,5-i/lpyrimW 
yI]amino]ethyI]methanesulfonainide, 

Prepared by the method of example 2 step a), using the product of example 4, step b) and 
A^-[2-aminoethyI]- methanesulfonamide, 
MS (APCI) 448 (M+ir, 100%). 

b) iV-[2-[[2-bromo-5-[[(2^-difluorophenyl)methyl]thio]thia2oio(4,5-^/]pyrim 
yl]ainino]ethyl]inethane$ulfonamide. 

Prepared by the method of example 1 step e), using the product ofexample 10 step a), 

MS (APCI) 511 (M+ir, 100%). 

c) A^-[24{5-[[(23-difluorophenyl)methyl]thioJ-2-methoxythiazoio[4,S-rfIpyri 
yI]amiiioJethyI]methane$ulfonanude, 

Prepared by the method of example 1 step f), using the product of example 10 step b). 

MS (APCI) 462 (M+ir, 100%). 

d) iV.[2.[[5-II(23.difluorophenyl)methyl]thioI.23-dihydro.2H)xothiazoloI4^^^ 
if]pyriiiudiii-7-yI]amino]etfayI]methanesulfonamide, 

Prepared by the method of example 1 step g), using the product of example 10 step c). 

M.P 225-6 T 

MS (APCI) 448 (M+H", 100%). 

NMR 5H (d^'DMSO) 12.49 (IH, s), 7.72 (IH, t), 7.41-7.13 (4H, m), 4.43 (2H, bs), 3.49 
(2H, m), 3.13 (2H, m), 2.89 (3H, s). 
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EXAMPLE 11 

(+/-)-5-[[(2^-difluoropheiiyI)methyIJtliioJ-7-[[2r(2-hydroxyethoxy)-l- 
metiiyIethyl]ainino]thiazoIo[4,5-</]pyrimidin-2(3^one, 

(a)(4^/-)-2-[2-[I2-aiiiino-5-[l(2^difluorophenyl)methyllthioIthiazoIoI4^pyrinu 
7-yI]amuio]propoxy]ethanol, 

Prepared by the method of example 2 step a), using the product of example 4, step b) and 
(+/-)-2-[2-ainmopropo:<y]rthanol, 

MS (APCI) 428 (M+tr, 100%). 

b) (+/-)-2-[2-([2-bromo-5-{K23-dffluorophenyl)metliyllthio]thiazolo[4,5- 
d]pyrimidin-7-yl]amuio]propoxylethanol, 

Prepared by the method of example 1 step e), using the product of example 1 1 step a). 
MS (APCI) 492 (M+R\ 100%). 

c) (+/-)-2-|2-[[5-[[(23-difluorophenyI)mefhyl]thio]-2-methoxythia2olo{4,5- 
^pyriniidin-7-yl]ammo]propoxy]ethaDol, 

Prepared by the method of example 1 step f), using the product of example 1 1 step b). 
MS (APCI) 443 (M+H*, 100%). 

d) (+/-)-5-||(23-difluorophenyl)methyIIthio]-7-{[2-(2-hydroxyethoxy)-l- 
inclhylcthyIlaminoJthiazolo[4,5n<flpyrimidin-2(3^-one, 

Prepared by the method of example 1 step g), using the product of example 11 step c). 

M.P 221-2 »C 

MS (APCI) 429 (M+ir, 100%). 

NMR 8H (de-DMSO) 12.43 (IH. s), 7.47-7.30 (3H, ra). 7.17-7.13 (IH, m). 4.56 (IH, t). 
4.40 (2H, s), 4.35 (IH ,m), 3.49-3.32 (6H, m), 1.10 (3H, d). 
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EXAMPLE 12 

7-[[(li?)-2-amino*l-methyIethyI]amino]*5*[[(23-dffl 
thiazola[4,5-i/lpyrimidin-2(3£0*'^^^t^u<^>'oacetate, 

(a) (2i;)-2-[[2-amiRo-5-([(23-difluoropfaenyl)methyI]thio)thiazo 
yl] amino] propanamide, 

Prepared by the method of example 2 step a), using the product of example 4, step b) and 
{2Ry 2-anuno-propanamide hydrochloride, 

MS (APCI) 397 (M+H", 100%). 

(b) JV'-[(li^)-2-amino-l-methylethyl]-5-[[(2^-difluorophenyl)methy^ 
d\ py rimidme-2,7-diamme 

To a solution of the product from example 12 step a) (0.3 g) in dry tetrahydrofiiran (10 ml) 
was added 2M borane in THF( 1 0 ml) and the mixture heated under reflux for 6 hours. 
Quenched while hot with methanol (30 ml), evaporated to dryness and the residue taken up 
into methanol (30 ml) containing a few drops of concentrated hydrochloric acid. The 
mixture was then heated under reflux for a further 1 hour, evaporated to dryness to give a 
pale yellow solid. 

MS (APCI) 383 (M+KT, 100%). 

(c) [(2i?)-2-[[2-amino-5-[[(23.difluorophenyl)methyI]thio]thiazolo[4^pyrimidin-7- 
yl]amino]propyl}carbamic acid, 14-dimethylethyI ester 

To a solution of the product from example 12 step b) (1 .6 g) in THF (50 ml) was added di- 
tert-butyldicarbonate (0.91 g) and the mixture stured for 2 days. Evaporated to dryness to 
give 2.0 g. 

MS (APCI) 483 (M+H", 100%). 

(d) ((2fi)-2-[I2-bromo.54[(23-difluorophenyl)methyI]thio]thiazolo[4,5-dlpyr^^^ 
yI]amino]propyl]carbamic acid, 1,1-dimethylethyI ester 
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Prepared by the method of example i step e), using the product of example 12 step c). 
MS (APCI) 547 (M+ir, 100%). 

(e) I(2fi)-2-[[5-I[(2^-difluorophenyI)methyIIthio].2-methoxythia2olo[4^pyrimidm- 
7-yI]amiao]propyI]carbamic acid, 1,1-dimethyiethyl ester 

Prepared by the method of example 1 step f), usmg the product of example 12 step d). 
MS (APCI) 498 (M+H*, 100%). 

(f) 7-I[(lJO-2-amiiio-l-methylethyI]amino]-5-[[(23-difiuorophenyl)methylltfaio] 
thiazolo[4,5-^pyrimidiii-2(310-onetriflaoroacetate. 

Prepared by the method of example 1 step g), using the product of example 12 step e) and 
purified by the method of example 15 step f). 

MS (APCI) 384 (M+ir, 100%). 

NMR5H (ds-DMSO) 12.55 (IH, s), 7.81 (3H, bs), 7.45-7.31 (4H,m), 7.18-7.13 (lH,m), 
4.51-4.34 (3H, m), 2.95 (2H, m), 1.14 (3H, d). 

EXAMPLE 13 

5-[l(23-difluorophenyl)methyI]thioI-7-([(LR)-2-[(2-hydroxyethyI)amuiol-l- 
methylethyl]amino]thiazolo[4^pyrimidio-2(3^iietrifluoroacetate. 

To a solution of the product from example 12 step f) (100 mg) in dry THF (5 ml) was 
added [[(l,l-dunethylethyl)dimethylsilyl]oxy]-acetaldehyde (49 mg) foUowed by sodium 
triacetoxyborohydride (61 mg) and the mixture stirred for 1 hour. The mixture was 
acidified with concentrated hydrochloric acid, stirred at room temp for 1 hour then 
evaporated to dryness. The product was purified (HPLC, Novapak® C18 column, 0.1% 
aqueous TFA:acetomtrile, gradient elution 75:25 to 5:95 over 15 minutes) to afford the title 
compound (0.021g). 

MS (APCI) 428 (M+H^ 100%). 

NMR6H (d6-BMS0) 7.39-7.29 (2H, m), 7.17-12 (IH, m), 6.92 (IH, m ), 4.91 (IH, s), 
4.48-4.32 (3H, m), 3.54 (2H, m), 2.94-2.82 (4H, m), 1.12 (3H, m ). 
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EXAMPLE 14 

5-[[(2^difluorophenyl)methyI]thio]-7-[[(l^)-2-(dimethyIammo)-l- 
methylethyl]aminoJthiazoloI43-</Ipyrimidin-2(3fi)-onc, 

Prepared by the method of example 13 using the product of example 12, step f) and 40 % 
aqueous formaldehyde solution. 

MS (APCI) 412 (M+H\ 100%). 

NMR5H (d6-DMS0) 12.00 (IH, s). 7.39-7.31 (2H,m), 7. 18-7.09 (2H,m), 4.39 (2H,q), 
4.30 (IH, m), 3.3 1 (6H, bs). 2.43-2.38 (IH, m), 2.24-20 (IH, m), 1.07 (3H, d ). 

EXAMPLE 15 

5-[II4-(2-aininoethoxy)-3-chlorophenylImethylJthioJ-7-[[(li?)-2-hydroxy-l- 
methylethyl]aminolthiazolo[4^pyriniidin-2(3i0-onetrifluoroacetate, 

(a) 2-(2-chloro-4-formyiphenoxy)acetamide, 

To a solution of 3-chloro-4-hydroxybenzaldehyde (lOg) in methanol (100 ml) was added 
1.0 M potassium t-butoxide (64 ml). To the mixture was added 2-chloroacetamide (5.96 g) 
and the mixtjire heated under reflux overnight. The mixture was evaporated to the residue 
triturated with water (500 ml) and the solid collected to give the subtitle compound (4.4g). 

NMR 8H (CDCI3) 9.89 (IR, s), 7.97 (IH. d), 7.82 (IH, dd ), 7.04 (IH, d), 6.73 (IH, s), 
5.87 (IH,s). 4.63 (2H,s). 

(b) 2-(2-€hioro-4-<hydroi7metfayI)phenoxy)acetaiiiide, 

To a solution of the product from example 15 step a) (4.4g) in ethanol (500 ml) was added 
sodium borohydride (1.56 g) and the mixture aUowed to stir for 1 hour. Acidified wiA 
glacial acetic acid , evaporated to dryness and extracted into ethyl acetate, washed with 
water to give the subtitle compound (4.3g). 



NMR 6H, (CDCI3) 7.44 (IH, d), 7.29 (IH, d), 6.90 (IH, d ), 6.81 (IH, s). 5.85 (IH, s), 4.63 
(2H, s), 4.48 (2H,s), 1.96 (lH,s). 
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(c) 2-[4-[(acetylthio)methyl]*2H:hiorophenoxy]acetamide, 

Diisopropylazocarboxylate (5.5 ml) was added to a stirred solution of triphenyiphosphine 
(73 1 g) in THF at O'^C. Upon completion of addition a colourless precipitate deposited. To 
this suspension was added a mixture of the product from example 15 step b) (3.0 g) and 
thiolacetic acid (2.00 ml) in THF (30 ml) at O'^C. The mixture was allowed to attain room 
temp overnight, evaporated to dryness and the residue purified (SiOj, 10% ethyl acetate: 
90% ether as eluant) to give the subtitle compound (3.5g). 

NMR 5H (CDCI3) 7.35 (IH, d), 7.17 (IH, dd), 6.84 (IH, d ), 6.76'(1H, s), 5.81 (IH, s), 
4.54 (2H, s), 4.04 (2H, s X 2.35 (3H, s). 

(d) 2*{2-chioro*4-(mercaptomethyl)phenoxy]acetamide, 

To a solution of the product from example 15 step c)(LOg) in methanol (50 ml) was added 
sodium hydroxide pellets (0. 15 g) and the mixture stirred for 2 days. The mixture was 
diluted with water and the subtitle compound collected by filtration. (0.7 g). 

NMR 6H {d6 DMSO) 7.44 (IH, s), 7.38 (la d), 7.21 (IH, dd ), 6.98(1H, d), 4,55 (2H, s), 
3.76 (2H, s). 

(e) 7-I[(li?)-2-hydroxy-l-methyIethyI]amino]-5-[(phenylmethyI)suIfonyl]thiazolo[4^- 
<4pyrimidin-2(3£0-one. 

To a solution of the product from example 3 step d)(240 mg) in acetonitiile (100 ml) and 
water (100 ml) was added oxone (2.4 g) and the mixture heated at 40 deg for 2 hours. The 
acetonitrile was removed by rotary evaporation and the subtitle compound collected by 
filtration (235 mg) 

MS (APCI) 381 (M+H*, 100%). 

(f) 5-[II4-(2-aminoethoxy).3-ehlorophenyllmethyl]thioI-7-[[(li?).2-hydroxy-l- 
methyiethyi]amino]thiazoIo[4,5-^pyrimidin-2(3£)H>netiifiuoroacetate, 

To a mixture of the product from example 15 step e) (100 mg), the product from example 
15 step d) (329 mg) and sodium borohydride (50 mg) in a solution of DMSO (1 mi) and 
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ethanol (10 ml) was heated at 55-60°C for 12 hours. The reaction mixture was evaporated 
to dryness and the residue purified (HPLCrNovapak® CI 8 column, 0. 1% aqueous 
TFA:acetonitrile, gradient elution 95:5 to 5:95 over 15 minutes) to afford the title 
compound (0.023g). 

MS (APCI) 442 (M+H\ 1 00%). 

NMR8H {D2O) 7.46 (IH, bs), 7.32 (IH, d), 7.00 (IH, d), 4.36^.20 (5H, m), 3.61 (2H, m), 
3,46 (2H,m), 1.20 (3H,d). 

EXAMPLE 16 

5-[[3-Chloro-4-methoxyphenyl)methyl]thioJ-7.[[(lif)-2-hydroxy-l- 
methylethyl]amino]thiazolo[4^-^pyrimidin-2(5jB)-<>ne 

a) 3-chloro-4-methoxybeiizenemethanethioI 

Thiourea (3.04g, 0.04 mol) was added to a solution of 3"ChIoro-4-methoxybenzyl bronwde 
{4,0g, 0.02 mol) in ethanol (200 ml) and refluxed for 16 hours. Tlie reaction mbcture was 
concentrated in vacuo and the residue was subsequently dissolved in aqueous sodium 
hydroxide solution (30g, 0.75 mol in 300 ml water) and heated at 80°C for one hour. The 
reaction mixture was cooled with an ice bath and acidified by addition of concentrated 
hydrochloric acid. The product was isolated by extraction three times into diethyl ether. 
The combined organic phases were dried over anhydrous magnesium sulfate, filtered and 
concentrated in vacuo, to give the sub-title compound as a colourless oil in 83% yield 
(3.0g). 

NMR SH {CDCI3) 734 (IH, mj, 7-18 (IH, dd,), 6.86 (IH, d), 3.89 (3H, s), 3.68 (2H, d), 
1.76 (lH,t). 

b) 5-[l3-Chloro-4-methoxyphenyl)methyIltWo].7-{I(lJ?).2-hydroxy-l^ 
methylethyl]ammo]diiazolo[4^4aQpyrimidui>2(J/0-^ne 

3-chloro-4-methoxybenzenemethanetfaiol (0.1 28g, 0.68 mmol), prepared in example 16 
step a), the product of example 15 step e) (0.1 30g, 0349 mmol), and sodium borohydride 
(0-026g, 0.68 mmol) were refluxed at SO'^C in a mixture of dimethylsulfoxide (6 ml) and 
ethanol (1 0 ml). After 3 hours and again after five hours reaction time, further portions of 



wo 01/25242 



35 



PCT/GBOO/03692 



sodiian borohydride (O.OSg, 1 .3 mmol) in ethanol (2 ml) were added to the reaction and 
reflux at 50°C was continued until conversion was-complete by hplc ms (15 hours in total). 
The reaction mixture was neutralised by addition of concentrated hydrochloric acid and the 
ethanol removed in vacuo. The residue was purified by reverse phase chromatography on 
Symmetry C8, eluting vath a gradient of 25% to 95% acetonitrile in 0.1 M aqueous 
ammonium acetate over 10 minutes. The product was freeze dried from 
methanol/water/acetonitrile to obtain the sub-title compound in 33% yield as a white 
lyophylate (0.046g). 

MS (APCI) 413 (M+H*, 100%). 

NMR 5H (rf^-DMSO) 1239 (IH, bs), 7.47 (IH, m), 7.36 (IH, m), 7.25 (IH, d), 7.06 (IH, 
d), 4.72 (IH, t), 4.32^.21 (3H, m), 3.82 (3H, s), 3.49-3.30 (2H, m), 1.11 (3H, d). 

EXAMPLE 17 

5-[I3-Chloro-2-fluorophenyl)methyl]thiol-7-{I(liJ)-2-hydroxy-l-me 
thiazoIo[4,5-^pyrimidin-2(JjB)-oiie 

a) 3-chloro-2-fluorobeiizenemethanethiol 

The sub-title compound was prepared as a colourless oil in 65% yield (2.5 Ig) by the 
method described in example 16 step a) from 3-chlorQ-2-fluoroben2yi bromide (5.0g, 0.022 
mol). 

NMR 5H (CDCI3) 7.32-7.21 (2H, m), 7,04 (IH, t), 3J5 (2H, d), 1.90 (IH, t). 

b) 5-[l3-Chioro-2.fluorophenyl)methyllthio]-7-[[(lif)-2-hydroxy-l- 
methylethyi]amino]thiazoIo[4^-^pyrimidiD-2(i/Q-oiie 

The title compound was prepared by the method described in example 1 6 step b) from 3- 
chloro-2-fluorobenzenemethanethiol, prepared in example 17 step a), and the product of 
example 15 stepe). 

The product was obtained in 12% yield as a white lyophylate (0.038g). 



M.P 234-5 

MS (APCI) 401 (M+H; 100%). 
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NMR 5H id6'DMS0) \2A (IH, bs), 7.55 (lH',-m), 7.48 (IH, t), 7.26 (IH, d), 7.17 (IH, t), 
4.72 (IH, bs), 438 (2H, m), 4.1 9 (IH, mX 3.3 (2HMn), 1.08 (3H, d). 

EXAMPLE 18 

5-[[(2^-DifluorophenyI)methyllthio]-7-l[(3i?,4iJ)-4-hydroxypyre^^ 
thiazoio[4,§-i/ipyriinidin-2(3i0-oiie 

(a) 3-[[2-amino-5-[[(23-difluorophenyl)methyl]thio]thiazolo{4^5-rflpyrimidin-7- 
yllaminol-4-hydroxy-(3it,4J?)-l-pyrroIidinecarboxylic acid, 1,1-diinethylethyl 
ester 

(3R,4Ry 3-Ainino-4-hydroxy-l-pyrrolidinecarboxyIic acid, 1,1-diinethylethyI ester 
(0.73g), diisopropylethylamine (LO ml) and the product of example 4 step b), were stirred 
in NMP (lOmI) at lOO^C for 28hrs. The cooled mixture was poured onto water and the 
solid produced collected, washed with water and air dried. The crude material was purified 
(SiOi, ethyl acetate as eluant) to give the subtitle compound as a colourless solid {0.58g). 
m.p. IZl-S^'C 

MS (APCI) 511 (M+H, 100%). 

(b) 3-[[2-Bromo-5-[[(23-difiuoropheayl)methyllthio]thiazoloI4^-£qpyrim 
yI]amino]-4-hydroxy-(3ii!,4i;)-l-pyrrolidmecarboxyKc acid, 1,1-dimethylethyl ester 

Prepared by the method of example 1 step e), using the product of example 18 step a). 

MS (APCI) 572 (M-ir, 100%). 

(c) 3-lI5-[I(23-DifluorophenyI)methyI]thio]-2-inethoxythiazolol4,5-£qpyrimidin-7- 
yIlamiiiol-4-hydroxy-(3i?,4/J)-l-pyrrolidinecarboxyiic acid, 1,1-dimethylethyl ester 

Prepared by the method of example 1 step f), using the product of example 1 8 step b). 
MS (APCI) 526 (M+H\ 100%). 

(d) 5-[[(2,3-Difluorophenyl)methyl]thio]-7-[{(3iJ,4i?)-4.hydroxypyrroUdin^^ 
yl]amino]thiazoIo{4,5-^pyrimidin-2(3J?)-oiie 
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Prepared by the method of example 1 step g), using the product of example 18 step c). 

m.p. 270°C(dec) 

MS (APCI) 412 (M+H\ 100%). 

NMR 5H (^^-DMSO) 7.32 (2H, m), 7.14 (IH, m), 6.46 (IH, d), 5,57 (IH, s), 4.39 (2H, s), 
4.30 (2H, m), 3.39 (2a m), 3.12 (IH, dd), 2.98 (la d). 

EXAMPLE 19 

5-[[{2^-DifluorophenyI)methylIthiol.7-((3Jf)-pyrrolidia-3-yIaminolthia^^ 
i/]pyrimidia-2(3i9)*one dihydrochloride 

(a) 3-[[2-Amino-5-[[(23-difluorophenyl)methylltliio]thiazolo[4,5-rflpyrlmidin-7- 
yl]aminol-(3i?)-l-pyrrolidiiiecarboxylic acid, 1,1-diinethylethyl ester 

Prepared by the method of example 18 step a) using (i?)-3-amino-l-pyrroIidinecarboxyiic 
acid, 1,1-dimethylethyl ester and the product of example 4 step b). 

MS (APCI) 495 (M+H\ 100%). 

(b) 3-[[2-Bromo-5-[[(2,3-difluorophenyl)metfayi]thio]thiazolo(4,5-^pyrm 
yl}aminoH3i?)-l-pyrroIidiiiecarboxyIic acid, 1,1-dimethyIethyi ester 

Prepared by the method of example 1 step e), using the product ofexample 19 step a). 

MS (APa) 559 (M+H^ 100%). 

(c) 3-[[5-([(23-Difluorophenyl)methyl]thiol-2-methoxythiazolo[4,5-^pyrimidui-7- 
yl]amiDo]-(3£)-l-pyrrolidinecarboxylic acid, 1,1-dimethylethyl ester 

Prepared by the method of example 1 step f), using the product of example 1 9 step b). 
MS (APCI) 510 (M+ir, 100%). 

(d) 5-[[(2,3-DifluorophenyI)methyi]thio]-7-{(32Z)-pyn-oiidin-3-ylamino]thiazoloI^ 
if]pyrimidiii*2(3£f)-<^&^ dihydrochloride 
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Prepared by the method of example 1 step g), using the product of example 19 step c) then 
converted to the salt 

m.p. ns-isi-'c 

MS (APCI) 396 (M+H*, 1 00%). 

NMR 5H (ds-DMSO) 12.75 (lH,s), 9.19 (2H,bd), 7.91 (IH, d), 7.37 (2H,m), 7.17 (IH, 
m), 4.66 (IH. m), 4.43 (2H, dd), 3.10-3.50 (4H, m), 2.17 (IH, m), 1.96 (IH, m). 

EXAMPLE 20 

7-[l(lJJ)-2-Hydroxy-l-methylethyi]amino]-5-[[(2-methyl-4-thia2olyI)inethyl]thio) 
thiazoIo(4^-df]pyrimidui-2(3^one 

(a) 6-Ammo-2-[[(2-methyl-4-tfaiazolyl)methyllthio]- 4(3JS)-pyrimidmone 

4- Ammo-6-hydroxy-2-mercaptopyrimidine hydrate (16.1g) and powdered sodium 
hydroxide (8.0g) was stirred in dry DMF (100ml) for 20 mins. 4-Chloromethyl-2- 
methylthiazole hydrochloride monohydrate (20g) was added portionwise and the resulting 
suspension stirred 18hrs. The mixture was poured onto water and the solid collected, 
washed wi± water and dried to afford the sub-title compound (24.3g) 

. MS (APCI) 255 (M+H*, 100%). 

(b) 2-Amino-5-[[(2-methyl-4-tfaiazolyI)metfaylIthiolthiazolo[4,5^pyrimidin-7(6J^ 

The product from example 20 step a) (243g) and potassium tfaiocyanate (37.1g) was stirred 
in dry DMF (400ml) with pyridine (13.1mi) at O^C. Bromine (4.5nil) was added over Ihr. 
After stirring 2hrs the mixture was poured into water. The resulting solution was 
concentrated to low volume then wata: added. The resulting solid was collected, taken up 
in 2M hydrochloric acid and precipitated by the addition of saturated sodium bicarbonate 
solution. The solid was collected, washed with water and dried to give the sub-title 
compound, (8.7g). 
MS (APCI) 3 12 (M+H*, 100%). 

(c) 7-Chloro-5-{[(2-methyl-4-thiazoIyl)methyl]thio]thiazoIoI4^pyrimidin-2-amine 
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Prepared by the method of example 1 step c), tising the product of example 20 step b), 
(4-3g). 

MS (APCI) 330/332 (M+H*), 330 (100%). 

(d) (2-R)-2-n2-Ammo-5-{[(2-methyl-4-thiazolyl)methyI]thiolthiazoloI4^-rflpyrimidm^ 
7-yI]amino]-l-propanol 

Prepared by the method of example 18 step a), using the product of example 20 step c), 
m.p.220-2°C 

MS (APCI) 369 (M+H, 100%). 

(e) (2J?)-2-[I2-Bromo-5-[K2-methyl-4-thia2oIyl)methyl]thio]thiazolo[4^pyrimidin- 
7-yl]amino]-l-propanoi 

Prepared by the method of example 1 step e), using the product of example 20 step d). 
MS (APCI) 433 (M+H*. 100%). 

(f) (2^)-2-[p-Methoxy-5-l[(2-methyI-4.thiazoiyI)methyl]thiolthia2olo[4^/f|pyrimidui- 
7-yl]amino]-l-propanol 

Prepared by the method of example 1 step f), using die product of example 20 step e). 
MS (APCI) 384 (M+ir, 100%). 

(g) 7-II(lJ?)-2-Hydroxy-l-methyIethyllaminol-5-l{(2-methyI-4-thiazoIyl)metIiyllthio] 
tfaiazoio[4,5-</Ipyrimidin-2(3irH>ne 

Prepared by the method of example 1 step g), using the product of example 20 step 
m.p. 208-9'*C 

MS (APCI) 370 (M+H*, 100%). 

NMR5H (ds-DMSO) 12.37 (lH,s), 7.35 (lH,s), 7.32 (IH, d), 4.73 (lH,t), 4.36 (2H, s), 
421 (IH, m), 3.38 (2H, m), 2.62 (3H, s), 1.10 (3H, d). 
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EXAMPLE 21 f 

7-[[2-Hydroxy-l-(faydroxymetfayI)ethyl}ammoI-5-[[(2-methyM^^ 
tIiiazolo[4^-d]pyrimidiii*2(3iO~<^A^ 

(a) 2-l[2-amino-5-[[(2-methyl-4-thia2olyl)inethyIlthioltW^ 
yi]amino}- l^-pf opanediol 

Prepared by the method of example 18 step a), using the product of example 20 step c) and 

2-amino-l ,3-propanediol 

m.p. 158«160^C 

MS (APCI) 385 (M+H, 100%), 

(b) 2-[[2-Bromo-5-[[{2-methyI-4-thiazoIyl)methyIlthio)thiazoloI4,5-rflpyrm 
yi]amino]- 13-propaiiedioI 

Prepared by the method of example 1 step e), using the product of example 21 step a). 
MS (APCI) 448 (M+H\ 100%). 

(c) 2-[[2-Methoxy-5-[[(2-methyl-4-ihiazofyi)methyI]thio]thiazolo 
yl]amino]- 13-propanedioI 

Prepared by the method of example 1 step f), using the product of example 21 step b). 
MS (APCI) 400 (M+H\ 100%). 

(d) 7-[[2-Hydroxy-l-(hydroxymethyl)ethyllaiiiino]-5-[[(2-mcthyl-4- 
thiazolyI)methyI]thio]thxazolo[4^w/]pyrimidin-2(3jE0-oiie 

Prepared by the method of example 1 step g), using the product of example 21 step c). 

m.p. 239-243^C 

MS (APCI) 386 (M+H% 100%), 

NMR 5H (rf^-DMSO) 12.37 (lH,s), 7.38 (lH,s), 7.24 (IH, d), 4.67 (2H,t), 4.36 (2H, s), 
4.20 (IH, m), 3.50 (4H, m), 2,62 (3H, s). 



wo 01/25242 



PCTyGBOO/03692 



41 

EXAMPLE 22 

7-[(2-Hydroxy"14-^«nethylethyI)ammo]-5-[I(2-methyI-4-thiazol^^^ 
thiazolof 4,5-//| py rimidin-2(3fl)-one 

(a) 2-I[2-Araino-5-[[(2-methyl-4-thiazolyI)mcthyI]thio]thiazoIoI4,5-i^ 
yl]amino]*2-niethyl-l-propaiiol 

Prepared by the method of example 1 8 step a), using the product of example 20 step c) and 
2-amino-2-methyIpropanoI 

m.p. 250.252°C 

MS (APCI) 383 (M+H, 100%), 

(b) 2-[[2-Bromo-5-[{(2-methyM-thiazolyI)methyI]tUo]thiazolo[4,5-^f] 
yI]aiiiino]-2-niethyl-l-propanoI 

Prepared by the method of example 1 step e), using the product of example 22 step a). 
MS (APCI) 446 (M+ir, 100%). 

(c) 2-([2-Alcthoxy-5-[[(2-methyI-4-thiazoIyI)methyI]thio]thiazoIo[4^*^pyrimidin-^^ 
yI]ainino]-2-mcthyI-l*propanoi 

Prepared by ihc method of example 1 step f), using the product of example 22 step b). 
MS (APCI) 398 (M+H\ 100%). 

(d) 7-{(2-Hydroxy-14'dimethylethyl)amittol-5-n(2-methyl-4-thiazoly!)me%^ 
thiazolo(4,5-£^pyrimidin-2(3^-one 

Prepared by the method of example 1 step g), using the product of example 22 step c), 

m.p,231.2^C 

MS (APCI) 384 (M+H\ 100%), 

NMR 5H (rf<5-DMS0) 12.36 (lH,s), 7.37 (lH,s), 6.61 (IH, bs), 4.80 (IH, t), 437 (2H, s), 
3,55 (2H, d), 2.62 (3H, s), 1.31 (6H, s). 
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EXAMPLE 23 ^ - 

7-[(2-Hydrox}'-l,l-dimethylethyI)ammo]-5-[((2-methylphenyl)m 
tiiiazolo{4^iaflpyrimidin-2(3jBf)-one. 

(a) 7-[(2-Hydroxy-14'^iinethylethyl)aimno]-5-[(phenylmefliyI)suIphony 
^pyriniidin-2(3i7)~oiie. 

A stirred solution of the product from example I step g) (0.14g) in glacial acetic acid 
(30ml) was treated with peracetic acid (36/40 % in acetic acid, 2ml), stirred for 2h, then at 
50*^C for Ih. The solution was quenched with an excess of dimethyl sulphide and 
evaporated to give a gum. 

MS (APCI) 395 (M+ir, 100%). 

(b) 7-r(2-Hydroxy-l,l-dimethyIethyl)aiiuno]-5-[{(2-methyl^ 
thiazoIo[4^-i/]pyriinidiii-2(3i?>-one. 

The product from example 23 step (a) was taken up hi DMSO (1.73ml), treated with 
potassium *"butoxide and divided into 3 portions. One portion was treated with 2- 
methylphenyhnethyl mercaptaa (0.053g), stirred at 50**C for Ih for 2h, neutralised with 
glacial acetic acid and subjected to preparative reverse phase HPLC on a 19 x 50mm 
symmetry C8 column usmg 10 to 60% acetonitrile m 0,1 % aqueous ammonium acetate 
over 6 min at 20 ml/min to give the titled compound. 

MS (APCI) 377 (M+K\ 100%). 

NMR 6H (d6'DMS0) 1.33 (s, 6H); 2.35 (s, 3H); 3.57 (d, 2H); 4.33 (s,2H); 4.82 (t, IH); 
6.57 (broad s, IH); 7.12-7^0 (mult, 3H); 7.41 (d, IH); 12,37 (broad s, IH) 

EXAMPLE 24 

5-[(2-Furanyimethyl)thio]-7-[[(l/?).2-hydroxy-l-methylethyI]aminolthiazolo[4,5- 
rflpyrimidin-2(3i?)-one 
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(a) 7-[[(li?)-2-Hydroxy-l-methyIethylJamino]-5-[(phenyimethyl)^ 
thiazolo(4^rf|pyrimidin-2(3i?)-one, * 

The subtitled compound was prepared from the product of example 3 step d), using the 
method of example 23, step (a) 

MS (ES) 381 (M+H", 100%). 

(b) 5-[(2-Furanylmethyl)thio]-74{(lif>2-hydroxy-l-methyIethyIlamiaolthi^^ 
4r|pyri]nidin-2(3£0~<^iie 

The titled compoimd was prepared from the product of example 24 step (a), using the 
method of example 23, step (b) using ftirfuiyl mercaptan 

MS (APCI) 339 (M+HT, 100%). 

NMR 5H (^^-methanol) L12 (d, 3H); 3.41-3.45 (mult, IH); 3.49-3.53 (mult., IH); 4.24- 
4.32 (mult., 3H); 6.18-6.22 (mult, 2H); 7.29 (broad s, IH). 

EXAMPLE 25 

7-[[(lif)-2-Amino-l-methylethyIlammol-5-[I(3-chloro-2-fluorophenyI)methyll& 
thiazoloI4^-^pyrimidia-2(3J9)-one 

(a) [(lR)-2-ammo-l*methyI-2-K>xoetityI]carbamic acid, 9i?-fluoren-9-ylmethyI ester 

A solution of D-Alaninamide hydrochloride (3g) in 10% sodium carbonate solution (50 
ml) and dioxan (50 ml) was treated with FMOC chloride (6.24g) in dioxane (40 ml) and 
allowed to stir overnight The mixture was diluted with water (500 ml) and the product 
collected by filtration and dried in vacuo to give 9,0g of the subtitle compoimd. 

MS (ESI) BP 311 (+H) 

(b) [(Lft)-2-amino-l-iiiethyIethyl]carbamic acid, 9fl^fIuoreii-9-ylmethyi ester 

To a solution of the product from example 25 step a) (6.9g) in THF (100 ml) was added 
borane-mediylsulfide complex (4.4 ml) and the mixture heated under reflux for 2 hours. 
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The mixture was carefully quenched by the addition of methanol (100 ml), evaporated to 
dryness and the residue taken up into methanol (160 ml).and acidified to pH 1-2 with 
concentrated hydrochloric acid. Heated under reflux for 30 mins then evaporated to 
dryness. The residue was triturated with ether to give a solid, which was collected by 
filtration, dissolved in water and the free base precipitated by the addition of aqueous 
sodium bicarbonate solution to give the subtitle compound (3.1 g). 

MS (ESI) BP 297 (+H) 

(c) (2if)-[2-(9/y-Fiuoren-9-yImethoxycarbonyIamino)-propyI]carbamic acid, 1,1- 
dimethyletbylester. 

To a stirred solution of the product from example 25 step b) (3,0g) in THF (100 ml) was 
added ditert-butyldicarbonate (2.2g) and the mixture stirred at room temp for 30 mins. The 
mixture was evaporated to dryness and the crude product purified (SiOj^dichloromethane 
as eluant) to give the subtitle compound (3,8 g). 

NMR 5H (CDCl,) 7.76 (2H, m), 7,42 (2H, m), 7.39-26 (4H, s), 5,01 (IH, s), 4.85 (IH, s), 
4.38 (2H, d), 4.19 (IH, t), 3.77 (IH, m), 3.18 (2H, m), 1.27 (9H, s), 

(d) [(2i?)-2-aminopropyI]carbamic acid, 14-dimethylethyI ester 

To a solution of the product from example 25 step c) (3.8g) in THF (100 ml) was added 
piperidine (5 ml ) and the mixture allowed to stand for 1 hour at room temp. The mixture 
was evaporated to dryness and the residue purified (SiOz, 5% methanolrdichloromethane as 
eluant) to give the subtitle compound as a colourless oil (1.7g). 

NMR 51 1 {CDCI3) 4.95 (IH, s), 3,13 (IH, m), 2.99 (IH, m), 2.87 (IH, m), 1.38 (9H, s), 
1.08 (311, d). 

(e) [(2^)-2-II2-amino-5-[(phenylmethyl)thio]thiazolo[4,5-rflpyrimidm-7- 
yI]ammoIpropylIcarbamic acid, 1,1-dimethylethyI ester 

The product from example 1 step c) (2.0g) and the product from example 25 step d) (L3g) 
m a solvent of NMP (10ml) containing Hunigs base (3 ml) was heated at 1 10 ""C for 10 
hours. The mixture was evaporated to dryness and purified (SiOi, (1:1) 
dichloromethanerethyl acetate as eluant) to give the subtitle compound (1.9g). 
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MS (ESI) BP 447 (+H) 

(f) [(2J?>2-[[2-amino-5<'[(phenyImethyl)suIfonyI]thiaz 
yI]aiiii]io]propyI]€arbaiiuc acid, 14-dimethyIethyl ester 

To a solution of OXONE (7.0g) in water (400 ml) was added sodium hydrogen carbonate 
5 until the pH was adjusted to 7.4. To this solution was added a solution of the product from 
example 25 step e) (1.9g) in acetonitrile (100 ml) and the mixture heated at 40 °C for 2 
hours. Upon completion of the reaction the acetonitrile was removed by rotary evaporation 
to give the subtitle compound (1 .7g). 

MS (ESI) BP 479 (+H) 

J 0 (g) 3-chloro-2-fluoro-beii2eaemethanethioI, 

A mixture of 3-chIoro-2-fluorobenzylbroniide (5.0g), thiourea (3.4 g) in. a solvent of 
ethanol (200 ml) was heated under reflux for 16 hours. The mixture was evaporated to 
dryness and to the residue was added a solution of sodium hydroxide (30 g) in water (300 
ml) and the mixture heated under reflux for 1 hour. Allowed to cool to room temperature 
15 and acidified with concentrated hydrochloric acid, the product was extracted into ether to 
give the subtitle compound as an oil (2.51 g). 

NMR 6H (CDCI3) 732-21 (2H, m), 7,04 (IH, t), 3.75 (2H, d), 1.90 (IH, t). 

20 (h)K2if)-2.{I2-ammo-5-[[(3H:hloro-2-fluorophenyI)methyllthioI^ 

^pyrimidin-7-yI]ammoIpropyI]carbainic acid, 1,1-dimethyIethyI ester 

To a mixture of the product from example 25 step f) (1 .2g), the product from example 25 
step g) (1 .6 g) in a mixed solvent of ethanol (30 ml) and DMSO (5 ml) was added sodium 
25 borohydride (100 mg) and the mixture heated at SO^^C for 2 hours. The ethanol was 
removed by rotary evaporation and the crude product extracted into ethyl acetate and 
washed with water. The subtitle compound was obtained by purification (Si02, 
l:l)dichioromethane :ethyl acetate as eluant) to give (1.95g). 
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MS (ESI) BP 499 (+H) 
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(i) [(2iJ)-2-[{2-bromo-5-[I(3-chloro-2-fluorophenyI)methyI]thioJthia2olo(4^- 
^pyrimidm-7-yl]ammo]propyI]ca'rbamic.acid, 14-diinethyIethyl ester 

Prepared by the method of example I step e), using the product of example 25 step h). 

MS (APCI) 562 (M+H% 100%). 

Q) [(2/;)-2-[[5-[[(3H;hloro-2-fluorophenyl)methyl]thio]-2-metho^^ 
£f}pyrimidin-7-yI}ammo]propyl]carbamic acid, 1,1-diiEiethylethyI ester 

Prepared by the method of example 1 step f), using the product of example 25 step i). 

MS (APCI) 514 (M-fH\ 100%). 

(k)7-[((li?)-2-Amino-l-methylefhyI]ammo]-5-[I(3-chloro-2-fluorophenyl)methylI 
thio]-thiazolo[4,5*^pyrimidui-2-(3f0-<>tt^ 

Prepared by the method of example 1 step g), using the product of example 25 step j), 
M.P 241-3 °C 

MS (APCI) 400 (M+H% 100%). 

NMR 5H (rf(5-DMS0) 7.56 (IH, m), 7.49 (IH, m), 7.17 (IH, m), 7.05 (IH, bs), 4.44 (IH, 
m), 4.39 (2H, ab), 2.92 (2H, d), 1.13 (3H, d). 

EXAMPLE 26 

^25>2-[[5-[[(23-DifluorophenyI)methyIltfaiol-2^.dihydro-2-oxotW 
4/|pyriiiudtn-7-yl]ami]io]*3-hydroxy-propanainide 

(a)(2i9>2-[[2-ammo-5-[[(23-difiuorophenyl)methyI]thioia^ 
yl)amino]*3-hydroxy-propanamide 

The subtitled compound was prepared according to example 2 step (a) using the product of * 
example 4 step b) (2g, 6 mmol), 1-serinamide (0.66g, 6 mmol), NMP (80 ml), and 
diisopropylethylamine (2 ml) to give the subtitled compound (1.36g) 
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Mpl45-15PC 

MS (APCI) 4 13 (M+H^ 100%). 

NMR 5H {d6-DMS0) 8.10 (2H, brs), 7.40-7.07 (6H, m), 4.57 (IH, q), 4.43 (IH, d), 436 
(lH,d),3.71(2H,d). 

(b) f2.S;-2-{{5-[[(2^-Difluorophenyl)methyl]thio]-23-dihydro-2-^xothiM^ 
dlpyrimidin-7-yI]ammo}-3-hydroxy-propaiiamide 

Prepared by consecutive use of the methods of example 1 steps e), f), and g), using the 
product of example 26 step (a). The compounds fonned during the separate steps were not 
purified or characterised. 

MS (APQ) 414 (M+r, 100%). 

NMR 5H (rf^-DMSO) 12.47 (IH, br), 7.47 (IH, br), 7.42 (IH, s), 7.34 (2H, m), 7.13 (IH, 
m), 7.09 (IH, s), 4.90 (IH, t), 4.58 (IH, m), 4.39 (2H, m), 3.70 (2H, m). 

EXAMPLE 27 

7-[[(tK)-2-hydroxy-l-methylethyllaminol-5-((2-thienylmethyI)thio]thiazolo(4,5- 
rf]pyrimidin-2(3jH)-one 

a) 7-[[(lif)-2-hydroxy-l-methylethyl]aminol-5-K2-tfaienylmethyl)thiolthiazolo[4^- 
i/]pyrimidin-2(3£f)^ae 

The title compound was prepared by the method described in example 1 6 step b) fcom the 
product of example 15 step e) (0.300g, 0.79mmol) and 2-thiophenemethanethiol (032ml, 
3.9mmoI). 

The product was obtained in low 3% yield as a white lyophylate (0.0 lOg). 
MS (APCI) 355 (M+H", 100%), 

NMR 6„ (d^-DMSO) 12.50 (IH, bs), 7.36 (IH, m), 7.16 (IH, bs), 7.07 (IH, m), 6.92 (IH, 
m), 4.72 (IH, bs), 4.55 (2H, d), 4.26 (IH, m), 3.44 (2H, m), 1.12 (3H, d). 
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EXAMPLE 28 . 

7-II(LR)-2-hydroxy-I-inethyIethyI]amino]-5[[[3-methyI-4- 
(methylsulfonyl)phenyllmethyl]thiolthiazolo[4,5-^pyrimidin-2(3i^^ 

a) 3-methyl-4-(iiiethylthio)benzaIdehyde 

Tin (IV) chloride (13.6inl, 0.1 16mol) was added to an ice-bath cooled solution of 1- 
methyl-2-(methyIthio)faen2ene (lOg, 0.073 mol) in anhydrous dichloromethane (200ml) 
under nitrogen and stirred for a further 2 hours at O^C. a,a-Dichloromethyl methyl ether 
(6.56ml, 0.073mol) was introduced and the reaction stirred for 1 hour at <10°C before the 
cooling was removed. After attaining room temperature, the reaction mixture was poured 
into ice/water (400ml), stirred and then extracted with dichloromethane (x3). The 
combined organic layers were dried over anhydrous magnesium sulfate, filtered, 
concentrated onto silica gel and purified by flash chromatography, eluting with diediyl 
ether / isohexane (10:1) to yield the sub-title compound as a brown oil (6.54g) in 54% 
yield. 

GCMS 166 (IvT, 100%). 

NMR 5h (CDCI3) 9,91 (IH, s), 7.68 (IH, m), 7.62 (IH, s), 7.24 (IH, t), 2.54 (3H, s), 2.36 
(3H,s). 

b) 3-methyl-4-(methylthio)benzenemethanol 

Sodium borohydride (1 .40g, 0.037mol) was added to an ice-bath cooled solution of the 
product of example 28 step a) (6.16g, 0.03 7mol) in ethanol (50mi). After 1 hour, the . 
reaction mixture was neutralised by careful addition of aqueous hydrochloric acid (2 
molar) and concentrated in vacuo to remove the organic solvent The remaining aqueous 
solution was then extracted with ethyl acetate (x3). The combined organic layers were 
dried over anhydrous magnesium sulfate, filtered, and concentrated in vacuo to yield the 
sub-title compound as a brown oil (6g) in quantitative yield. 

GCMS 168 (NT, 100%). 

NMR 5h {CDCI3) 7.18 (3H, m), 4.62 (2H, bs), 2,46 (3H, s), 2.33 (3H, s). 

c) 3-methyI-4-(inetfaylsuIfonyi)benzenemethanol 
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3«chloroperoxybenzoic acid (57-86% grade, 20.4g) was stirred in dichloromethane 
(150nil), dried over aahydrous magnesium sulfate and then filtered The filtrate was added 
dropwise over 1 hour to an ice-bath cooled, stiired solution of the product firom example 28 
step b) (5.67g, 0.034mol) in dichloromethane (50ml). The reaction mixture was filtered and 
the filtrate washed with aqueous sodium hydrogen carbonate solution followed by aqueous 
sodium dithionite solution (lOg Na204S2 in ISOml water). The organic layer was dried over 
anhydrous magnesium sulfate, filtered, and concentrated in vacuo before purification by 
flash chromatography, eiuting with dichloromethane / methanol (100:2), The sub-title 
compound was obtained as a yellow oil (5.52g) in 82% yield. 

MS (APCI) 201.1 (M+tr, 94.3%). 

NMR 8„ (CDCI3) 7.87 (IH, d), 7.38 (2H, m), 5.40 (IH, q), 4.56 (2H, d), 3.18 (3H, s), 2.61 
(3H,s). 

d) 3-methyI-4-(metfayIsulfoiiyI)benzenemethaDethioI acetate 

Diethyl azodicarboxylate (4.33ml, 0.028mol) was added to an ice-bath cooled solution of 
triphenylphosphine (7.20g, 0.028mol) in tetrahydrofiiran (40ml). To the resulting 
stispension was added a solution of the product fi-om example 28 step c) (5.5g, 0.028mol) 
dissolved in tetrahydrofiiran (20ml). After the precipitate had dissolved, thiolacetic acid 
was added to the reaction solution and the cooling was removed. After 16 hours at room 
temperature, the reaction was concentrated onto silica gel and purified by flash 
chromatography, elutmg with isohexane / ethyl acetate (2:1), The sub-title compound was 
obtained as a pink solid (2.46g) in 35% yield. 

NMR 5H (i^-DMSO) 7.84 (IH, d), 7.36 (2H, m), 4.16 (2H, s), 3.19 (3H, s), 2.61(3^ s), 
237(3H,s). 

e) bis[[3-methyl-4-(methylsulfonyl)phenyl]methyl]disulfide 

A mixture of the product of example 28 step d) (1 .98g, 7.66mmol) and 7 molar 
methanolic/anmionia (30ml) was stirred for 24 hours. The product precipitated out of 
solution as a white solid and was isolated by filtration and dried in vacuo. The filtrate was 
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similarly treated with 7 molar ammonia in methanol and yielded a second crop of solid, 
white product In total, the sub-title compound was obtained in 32% yield (0.534g). 

MS (APCI) 451 (M+NH/, 98.9%). 

NMR 6h (^6-DMSO) 7.88 (2H, s), 7.38-734 (4H, m), 3.88 (4H, s), 3,20 (6H, s), 2.64 (6H, 
s). 

f) 7-([(ljR)-2-hydroxy-l-methylethyllaminol-5-ll[3-methyl-4. 

(methylsulfonyl)phenyl)methyl)thio]thiazolo[4^-i/lpyrimidm-2(3£0-^ 

The title compound was prepared by tiie method described in example 1 6 step b) using the 
product from example 1 5 step e) (0.20g, 0.53mmol) and the product from example 28 step 
e) (034g, 0.79nmiol) to yield 1 1% product as a white lyophylate (0.025g). 

15 MS (APCI) 441 (M+H% 100%). 

NMR 6h (rf^-DMSO) 12.40 (IH, s), 7,81 (IH, d), 7,52 (2H, m), 7.33 (IH, d), 4.74 (IH, t), 
4.35 (2H, s), 4.19 (IH, m), 3.41 (IH, m), 3.34-3.28 (IH, m), 3.18 (3H, s), 2.61 (3H, s), 1.08 
(3H,d). 

20 EXAMPLE 29 

5-[[[3-chloro-4-(trifluoromethoxy)phenyI]methyI]thioJ-7-[[(liC)-2-hydroxy-l- 
methy lethy 1] amino] thiazolo [43-^ py rimidin-2(3jH)-one 

25 a) 3-chloro<4-(trifluoroinethoxy)benzeiiemethanethioI 

To a solution of 3-chioro-4-(trifluoromethoxy)benzyIbromide (5g) in ethanol (1 00 ml) was 
added thiourea (5g) and the mixture heated under reflux for 2 hours. The mixture was 
evaporated to dryness and the residue taken up into water (1 00 ml). To this solution was 
30 added sodiimi hydroxide pellets (3 g) and the mixture heated under reflux for 1 hour. The 
mixture was allowed to cool to room temperature and acidified with concentrated 
hydrochloric acid, the mixture was extracted with ether, dried and evaporated to give the 
subtitle compound as a colourless waxy solid (3.5g). 
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NMR 5h (CDCi3) 7.35-7.09 (3H, m), 3.58 (2H, s). 
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b) 5-[[l3-chloro-4-(trifluoromethoxy)phenxl}methyIJthio]-7-[[(liZ)-2-hydroxy-l- 
metfaylethyllaiiuno]thiazolo[4,5w/|pyrimidinr2(310-one 

The title compound was prepared by the method described in example 16 step b) using the 
product from example 15 step e) (0.40g, l.OSmmol) and the product from example 29 step 
a) (0.71g, l.Smmol) to yield 10% product as a vMte lyophykte (0.046g). 

MS (APCIj 467 (M+ir, 100%). 

NMR 6„ {d^-DMSO) 12.42 (IH, s). 7.75 (IH, m), 7.52 (2H. m), 7.43 (IH^ d), 4.72 (IH, t), 
434 (2H, d), 4.18 (IH, quintet), 3.46-3.27 (2H, m), 1.07 (3H, d). 

EXAMPLE 30 

5-[[I2-fluoro-3-(trifluoromethyI)phenyl]methylJthio]-7-[[(li0.2-hydroxy-l- 
methylethyl]amino]fliiazoIo[4,5-4fIpyrimidui-2(3J9)-one 

a) 2-fluoro-3-{trifiuoromethyl)beiizeiiemethanetfaiol 

The subtitle compound was prepared from 2-fluoro-(3-tri£luoromefliyl)benzylbromide (10 
g) using the method of example 29 step a) 

NMR8„ (CDCI3) 7.68-7.18 (3H, m). 3.74 (2H, s), 1.98 (IH, s). 

b) 5-{[[2-fluoro-3-(trifluoromethyl)phenyI]methyl]thioI-7-[[(lJ?).2-hydroxy-l- 
methylethyI]amino]tIuazolo{43-</]pyrimidin-2^J7)-one 

The title compound was prepared by the method described in example 16 step b) using the 
product of example 15 step e) (0.47g, I.23mmoI) and die product of example 30 step a) 
(0.775g, 3.7mmol) to yield 5% product as a white lyophylate (0.025g). 

MS (APCD 435 (U+H\ 100%). 

NMR 5„ (J5-DMSO) 12.42 (IH, s), 7.92 (IH, t), 7.68 (IH, t), 7.35 (2H, m), 4.71 (IH, bs), 
4.42 (2H, m), 4.16 (IH, quintet), 3.40-3.30 (2H, m), 1.07 (3H, d). 
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EXAMPLE 31 

5-[[(23'diflu<>rophenyl)methyi]thio]-7-[2-[(dimethyIamiao)etbyI]amino]t^^ 
i/]pyrimidm*2(3i]0-one monohydrochloride 

5 

(a) 2-Bromo-7-chloro-5*[[(23*difluorophenyl)methyI]thio]thiazoIo{4,5-<;f]pyrimidin^ 

The product of example 4 step (b) (8.0g) was suspended in bromoform (200ml) followed 
by addition of tert-butyl nitrite (8ml) and the whole heated at 60°C for 30 minutes. The 
10 solvents were removed by reduced pressure and the residue purified by colimm 

chromatography (silica -1:1 dichloromethane/isohexane) to give a yellow solid (5.6g). 

^ MS (APCI) 409/41 1 (M+H, 1 00%). 

is 



m 



15 (b) 7-chIoro-5-[(23-diiluoropbenylmethyI)thio]*2-methoxythiazoIo[4,5-d]pyrimi^ 

The product of example 3 1 step a) (5.6g) was suspended in methanol (150ml) and 
potassium hydroxide powder (0.77g) added. The whole was stirred at room temperature for 
2 hours. The mixture was adjusted to pH 7 with a few drops of concentrated hydrochloric 
20 acid before it was evaporated to dryness. Purified by column chromatography (silica - 3:2 
to 1:1 isohexane/dichloromethane) to give white solid (2.0g). 

MS (APCI) 360/362 (M+H, 100%). 

25 (c) 7-ChIoro-5-[[(2^--difluorophenyI)methyI]thio]thiazoIo[4,5-iqpyr!midi 



The product from example 31 step (b) (2.0g) was dissolved in dioxan (150ml) followed by 
addition of concentrated hydrochloric acid (1ml) and water (1ml) and the whole heated at 
40^C for 67 hours. The mixture was evaporated to dryness and purified by column 
30 chromatography (silica - dichloromethane) to give a white solid ( 1 .4g). 

MS (APCI) 346/348 (M+H, 100%). 
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Ml(23-difluorophenyi)methylJthiol-7-[2-[(dimethyIamino)ethyIIaminoI 
thiazolo[4,5-</]pyrimidin-2(3jE0-one monohydrochloride 
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The product from example 3 i step (c) (1.4g) vas dissolved in dry tetrohydrofiiran (5ml) 
and to the solution was added N,N-dimethylethylenediamine (0.25g) in a finger bomb 
which was heated at SO^'C for 24 hours. The solvents were removed by reduced pressure 
and the residue partitioned between ethyl acetate and brine. The combined organic extracts 
were dried (sodium sulfate) and evaporated by reduced pressure for the ensuing residue to 
be purified by column chromatography (silica - 5:1 ethyl acetate/methanol) to give the free 
base as a sticky solid (0.095g). This was converted to the monohydrochloride by 
suspending the solid in methanol (lOml) followed by addition of concentrated hydrochloric 
acid (3 drops) to ensure dissolution then water (100ml) for the compound to be freeze dried 
to give a brown powder (O.OSOg). 
m.p. 263**C(dec.) 
MS (APCI) 398 (M+H, 100%). 

NMR5H (ds-DUSO) 12.57 (lH,s), 10^2 (lH,s), 7.94(lH,t), 7.40(IH,m), 7.34(lH,m), 
7.16(lH,m), 4.43(2Iis), 3.78(2H,s), 3.21(2H,m), 2.78(6H,d) 

EXAMPLE 32 

5-[I(2-fluorophenyl)methyI)thioJ-7-([(LR)-2-hydroxy-l-methyIethyilamino] 
thiazolo 14,5-rfJpy rimidiii-2(3jH)-one 

(a) 2-[[2-amino-5-l(phenyimethyl)thio]thiazoIol4,5-rf]pyrimidin-7--yl]amino]--(2/!:)-l- 
propanol 

The product of example I step c) (25.0 g), Z)-Alaninol (12.3 g) and diisopropylethylamine 
(26.0 g) were diluted in JV-methylpyrrolidinone (250 ml) and stirred at 100 *C for 24 h 
before cooling and pouring the reaction mixture into H^O (2.5 1). The precipitate was 
filtered and dried in vacuo before being preabsoiped onto silica gel. Chromatography 
using EtO Ac. 4 % MeOH / EtOAc as eluents afforded the desired product as a yellow 
solid (9.0 g, 32%). 

MS (APCI) 347 (M+H, 100%). 

(b) 2-[(2^amino-5-mercaptothiazolo[4,5-J]pyrimidin-7-yI)amino]-(2i2;)-l-propanoI 

Sodium metal was added portionwise to a solution of tbe product of example 32 step a) 
(5.0 g) in ammonia (150 ml) until a blue, colouration persisted. Anunonium chloride was 
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then added and the solvent allowed to evaporate.. The residue was dissolved in H^O (200 
ml) and filtered before neutralising with 2M HCl solution. The grey precipitate was 
filtered, washed with HoO (200 ml) and dried in vacuo for 48 h to yield the subtitle 
compound as a brown solid (3.0 g). 

MS (APCI) 258 (M+H, 100 %). 

(c) 2-[[2-amino-5-[[(2-fiuorophenyl)methyI]thio]thiazolo[4^-i|pyrimi 
yl]amino]-(2jR)-l-propanoI 

2-fluoroben2yIbromide <0.369 g) was added portionwise to a solution of the product of 
example 32 step b) (0.5 g) and diisopropylethylamine (0.26 g) in DMSO / N- 
methylpyrrolidinone (4 ml / 0.5 ml) at 50 °C and stirring maintained for 1 h. The mixture 
was partitioned between UjO (200 ml) and EtOAc (120 ml). The oi^anics were recovered 
and washed further with HjO (200 ml), dried over MgS04 and concentrated onto silica gel. 
The subtitle compound was purified by flash chromatography using DCM then EtOAc as 
eluents to yield a white solid (245 mg, 35 %). 

MS (APCI) 366 (M+H, 100 %) 

(d) 2-[[2'-bromo-5-[[(2-iluorophenyI)methyl]thio]tMa2oIo[4,5-/^]pyrimidin-7- 
yl]aiiimo]-(2i;)-l-propanol 

Isoamyl nitrite (03 ml) was added to a suspension of the product of example 32 step c) 
(0.23 g) in bromoform (1 5 ml) and acetonitrile (15 ml) at 50 **C. Stirring was maintained 
for 10 min before concentrating to approximately. 3 ml. The residue vm purified by 
column chromatogr^hy using 20 % EtOAc / DCM as eiuent to yield the subtitle 
compound as a yellow solid (102 mg, 38 %). 

MS (APCI) 429 (M+H, 100 %). 

(e) 2-[[5-[[(2-fluorophenyI)niethyl]thio]-2-methoxythiazoIo(4^-^pyrimidin-7- 
yl]ammo}-(2£)-l-propanol 

Potassium hydroxide (27 mg) was added to a solution of the product of example 32 step d) 
(0.1 g) in MeOH (10 ml). The mkture was stirred for 24 h before neutralising to pH 7 
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with 2M HCl solutioa. The volatiles were removed in vacuo and the product used directly 
in the following step. 

MS (APCI) 381 (M+H, 100 %), 

(f) 5-[[(2-fluorophenyI)metfayI]thiol-7-[[(li?)-2-hydroxy-l-iiiethylethyI]amino] 
tlLiazolo{4,5-£f]pynmidin-2(3^-one 

The product of example 32 step e) was dissolved m 1,4-dioxane (50 ml), HjO (1 ml) and 
concentrated HCl solution (0,5 ml) and stirred for 20 h at 40 *C. The volatiles were 
removed under reduced pressure and the crude product purified by preparative HPLC to 
afford the subtitle compound as a white solid (21 mg). 

MS (APCI) 367 (MHhH, 100 %) 

NMR5H(rf5«DMSO) 12.40 (IH, s), 8.14-7.11 (5H, m), 4.72 (IH, t), 4.35 (2H, m), 4.22 
(IH, m), 3.47-3.29 (2H, m), 1.10 (3H, d) 

EXAMPLE 33 

7-[[(li?).2-hydroxy-l-methylethyllaminol-5-[[(2-methoxyphenyI)methyI]thio] 
thiazolo[4,5-if}pyrimidin-2(3JE0-one 

(a) 2-[[2-amino-5-[[(2«methoxyphenyl)methyI]thio]thiazoIo[495-^pyrimidm-7- 
yl]amino]-(2A)-l-propanol 

Prepared by the method of example 32 step c), using die product of example 32 step b). 
MS (APCI) 378 (M+ir, 100%). 

(b) 2-[[2-bromo-5-[[(2-metfaai^henyl)methy!]thio]thiazolQ[4,5-4/ipyrimidin-7- 
yl]a0uno]-(2ii!)-l-propanol 

Prepared by the method of example 32 step d), using the product of example 33 step a). 



MS (APCI) 441 (M+H^ 100%). 
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(c) 2-[[2-methoxy-5-[[(2-methoxyphe&yI)methyi]thio]thiazolo[4p-</]pyrim 
yl]aniinol-(2jFf)-l-propanol 

Prepared by the method of example 32 step e), using the product of example 33 step b). 
MS (APCI) 393 (M+H^ 100%). 

(d) 7-[[(lJR)-2-hydroxy-l-methyIethyI]amino]-5-[[(2-methoxyphenyl)inethyI]thio] 
thiazoIo[4f5-i/|pyrimidin-2(3JE0-one 

Prepared by the method of example 32 step f), using the product of example 33 step c). 

MS (APCI) 379 (M+tr, 100%). 

NMR 6H (J5-DMSO) 7.40 (IH, dd), 7.22 (IH, dt), 6,97 (IH, d), 6.84 (IH, dt), 6.00 (IH, 
d), 4.25 (2H, m), 4.15 (IH, m), 3.83 (3H, s), 3.48-3.31 (2H, m), LIO (3H, d). 

EXAMPLE 34 

7-[[(LR)-2-hydroxy-l-methylethyllamino]-5-l(2-phenoxyethyi)thiolthiazolol4,5- 
</ipyrimidin-2(3f0-one 

(a) 2-[[2.amino-5-l(2-phenoxyethyl)thiolthiazoIo[4,5w/Ipyrimidin-7-yIl^ 
propanol 

Prepared by the method of example 32 step c), using the product of example 32 step b), 
MS (APCI) 378 (M+H\ 100%). 

(b) 2-n2-bronio.5-[(2-phenoxyethyi)thiolthiazolo[4^-dlpyrimidin-7-yl]amino]-(2A^ 
propanoi 

Prepared by the method of example 32 step d), using the product ofexampie 34 step a). 



MS (APCI) 441 (M+H% 100%), 
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(c) 2-{[2-methoxy-5-[(2-phenoyy^etfayI)thioltUazoIo[4^-rf]pyrm 
1-propanol 

Prepared by the method of example 32 step e), using the product of example 34 step b). 
MS (APCI) 393 {Um% 100%). 

(d) 7-[[(l*)-2-hydroxy4-methylethyl]amiaol-5-K2-pheiio 
i]pyrimidi&-2(3i0*^ne 

Prepared by the method of example 32 step f), using the product of exanq)ie 34 step c). 

MS (APCI) 379 (M+H*, 100%). 

NMR 8H (d^'DMSO) 1237 (IH, s), 730-7.26 (3H, m), 6.96-6-91 (3H, m), 4.71 (IH, t), 
4.23-4.14 (3H, m), 3.46^3.28 (4H, m), 1.08 (3H, d) 

EXAMPLE 35 

7-[[(liii!)-2-hydroxy-l-methylethyllaminoJ-5-{{(3-methylphenyl)methyl}thiol 
thiazoio[4,5-d!]pyrimidin-2(3ii0-one 

(a) 2-[[2-ammo-5-[[(3-methyIphenyl)methyI]thio]thiazoIo[4,5-^pyriinidiB-7- 
yI]amuio]-(2i;)-l*propanoi 

Prepared by the method of example 32 step c), using the product of example 32 step b). 
MS (APCI) 362 (M+HT, 100%). 

(b) 2*[[2-bromo-5-[K3-methyiphenyl)methyI]thio]thiazolo[4,5-i/|pyrimidin-^^ 
yI]amiao]-(2J?)-I-propanoI 



Prepared by the method of example 32 step d), using the product of example 35 step a). 
MS (APCI) 425 (MHrir, 100%). 
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(c) 2-[[2-mcthoxy-5-{[(3-methylpheayl)metliylJthio]thiazolo[4^-djpyri^ 
yl]aminol-(2iJ)-l-propanol 

Prepared by the method of example 32 step e), using the product of example 35 step b); 
MS (APCI) 377 (M+ir, 100%). 

(d) 7-[[(li;)-2-hydro}Qr-l-methyIethyI]ammo]-5-[[(3-methyIpbenyl)met^^^ 
thiazo]o(4^^ py rimidui-2(3jE0-'One 

Prepared by the method of example 32 step f), using the product of example 35 step c), 

MS (APCI) 363 (M+R\ 100%). 

NMR 6H (^^-DMSO) 12.37 (IH, s), 7.23-7.16 (4H, m), 7.04 (IH, d), 4.73 (IH, t), 4.28 
(2H, m), 424 (IH, m), 3.48-3.30 (2H, m), 2.28 (3H, s), LI 1 (3H, d). 

EXAMPLE 36 

5-[{(2-fluoro.3-methyIphenyI)metfayllthio}-7-[[(LK)-2-hydroxy-l-methylethyl]amino] 
thiazolo[4,5-^pyrimidin-2(3i?)-one 

(a) 2-[I2-amino-5-[[(2-fluoro-3-methylphenyl)methyl]thio]thiazoIo{4,5-£()pyrimidia-7-- 
yl]amiiio]-(2/i!)-l-propaiioI 

Prepared by the method of example 32 stq) c), using the product of example 32 step b). 
MS (APCI) 380 (M+H*, 100%). 

(b) 2-[[2-bromo-5-[[(2-fluoro-3-methyIphe0yQmetbyl]thio]thia2;olo[4,5w^]pyri^ 
7-yl]amino]-(2J{)-l-propanoI 

Prepared by the method of example 32 step d), using the product of example 36 step a). 



MS (APCI) 443 (M+H\ 100%). 
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(c) 2-[(5-[{(2-fluoro-3-methylphenyl)methyl]thio]-2-methoxytIuazoio(4,5-^ 
7-yi]amino]-^)-l-propanol 

Prepared by the method of example 32 step e), using the product of example 36 step b). 
MS (APCI) 395 (M+H^ 100%). 

(d) 5-[[(2-fluoro-3-methyIphenyI)methyl]thiol-7-Il(l«)-2-hydroxy-l- 
methyleayl]aramo]ti[tiazolo[44k/lpyriniidin-2(3^0-<>ne 

Prepared by the method of example 32 step f), using the product of example 36 step c). 
MS (APCI) 381 (M+ir, 100%). 

NMR 5H id6-DUS0) 12.39 (IH, s), 7.37-7.00 (4H, m), 4.72 (IH, t), 4.33 (2H, m), 4.22 
(IH, m), 3.47-3.30 (2H, m), 2.23 (3H, s), 1.1 1 (3H, d) 

EXAMPI,E37 

5-[[(3-chlorophenyl)methyl]thio]-7-[[(li?>2-hydrosy-l-methylethyllamiBo] 
thiazolo[4^</)pyrinudin-2(3f0-one 

(a) 2-[[2-ammo-5-U(3-chlorophenyl)methyI]thio]thiazolo[4^rfJpyrimidin-7-yl]aminol- 
(2i0-l-propanol 

Prepared by the method of example 32 step c), usii^ the product of example 32 step b). 
MS (APCI) 382 (M+ir. 100%). 

(b) 2-[[2-bromo-5-[[(3-chlorophenyl)methylIthio]thia2olo(4^pyrimidin-7- 
30 yI]anuno]-(2£)-l^ropanoI 

Prepared by the method of example 32 step d), uang tiie product of example 37step a). 

MS (APCI) 445 (M+ir, 100%). 
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(c) 2-[[5-{[(3-chloropheEyl)metfayljtWol-2-methoiythiazolo[43^ 
yIlaminol-(2Jf)-l-propaaol 

Prepared by the method of example 32 step e), using the product of example 37 step b). 
MS (APCI) 397 (M+ir, 100%). 

(d) 5-[[(3-chlorophenyl)methyI]thio|-7-[[(lJf)*2-hydroxy-l-methylethyIlammo] 
thiazoIo[4^<ipyriDiidia-2(3JB)-oae 

Prepared by the method of example 32 step f), using the product of example 37 step c). 



MS (APCI) 383 (M+H^ 100%). 

NMR 6H (rf<j-DMSO) 12,40 (IH, s), 7.49 (IH, d), 7.43-7.30 (4H, m), 4,72 (IH, t), 4.32 
15 (2H, m), 4.21 (IH, m), 3.48-3.26 (2H, m), 1.09 (3H, d). 

EXAMPLE 38 

5-[[(3-bromophenyl)methyl)thio]-7-[[(lif)-2-hydroxy-l-methylethyl]amino] 



m 20 thiazolo[4,5-d}pyrimidin-2(3-H)-on« 



(a) 2-[[2-amino-5'>{{(3-bromopheDyI)methyI}thio]thiazolo[4^-^pyrimidin'-7- 
yl]amino]*(2if)-l-propaQol 

25 Prepared by the method of example 32 step c), using the product of example 32 step b). 

MS (APCI) 426 (M+H*, 100%). 

(b) 2-[(2*-bromo-5-[I(3-bromophenyI)methyI]tfaio)thiazolo[4,5wf)pyrimidiD-7- 
30 yI)amino]-(2iR)-l-propaiioI 

Prepared by the method of example 32 step d), using the product of example 38 step a). 

MS (APCI) 491 (M+H\ 100%), 

35 
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(c) 2-[[5-[[(3-bromophenyl)metfayI]thiol-2-methoxythiazolo[4^-^pyri 
yl]aininoj-(2J?)-l-propanoI 

Prepared by the method of example 32 step e), using the product of example 38 step b). 
MS (APCI) 443 (M+H^ 100%). 

(d) 5-[[(3-bromophenyl)metfayllthio}-7-[[(lJ?)-2-hydroxy-l-methyiethyllaminol 
tliiazolo{4,5-i/}pyrimidin-2(3£0-oiie 

Prepared by the method of example 32 step f), using the product of example 38 Step c). 
MS (APCI) 427 (M+ir, 100%). 

NMR 5H (dS'DMSO) 12,40 (IH, s), 7,63 (IH, t), 7.46-7.24 (4H, m), 4.72 (IH, t), 4.31 
(2H, m), 4.21 (IH, m), 3.48-3.26 (2a m), 1.10 (3H, d) 

EXAMPLE 39 

5-l[[4-(difluoromethoxy)phenyI]mcthyl]thio]-7-[{(l/f).2-hydroxy-l- 
methylethyl]amino]thiazolo[4,5-//}pyrimidia-2(3^«one 

(a) 2-[[2-amino*5-[[[4-(difIuoroniethoxy)phenyl]methyl]thio]thiazoIo[4,5- 
<f|pyrimidin-7-yI]ammo]-(2jR)-l-propaxiol 

Prepared by the method of example 32 step c), using the product of example 32 step b). 
MS (APCI) 414 (M+ir, 100%). 

(b) 2-[[2*bromo-5-[{{4-(difIttorometfaosy)phenyl]metiiyl]diio]thiazoIo[4^ 
^pyrimidin-7<yI]amiiio]-(2i{)-l-propanoI 

Prepared by the method of example 32 step d), using the product of example 39 step a). 
MS (APCI) 477 (M+H\ 100%). 
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(c) 2-[[5-[[[4-(difiuoromethoxy)phenyi]methyI]thio]-2-methoxythia^ 
i/]pynmidin-7-yl]ammo]-(2if)-l-propaii0l 

Prepared by the method of example 32 step e), using the product of example 39 step b). 
MS (APCI) 429 (M+H", 100%). 

(d) 54[I4-(difluoromethoxy)phenyljmethyIJthio]-7-I[(JLR)-2-hydroxy-l- 
metbylethyl]amino]thiazolo[4^-^pyrimidin-2(3£0''0ne 

Prepared by the method of example 32 step f), using the product of example 39 step c). 
MS (APCI) 415 (M+H*, 100%). 

NMR 5H (rf(5-DMS0) 1238 (IH, s), 7.48 (2H, dt), 7.26 (IH, d), 7.19 ( IH, t), 7.1 1 (2H, 
dd), 4.73 (IH, t), 4.31 (2H, m), 4.21 (IH, m), 3.47-3.30 (2^ m), 1.10 (3H, d) 

EXAMPLE 40 

(+A)-5-I[(2>difluorophenyi)methyl]thio]-7-[[2-hydroxy-l- 
(methoxymethyl)ethyI]amino]thiazoIo{4^-^pyrimidin-2(3i7)-one 

(a) (+/-)-2-ammo-3-methoxy-l-propaiiol hydrochloride 

Toa suspension of DL- 3-methoxy-alanine (l.Og) in dry THF (100 ml) was added borane 
methylsulfide complex (10 ml) and the mixture heated under reflux for 16 hours. The 
mixture was then quenched with methanol while at reSQux, evaporated to dryness and the 
residue taken up into methanolic hydrogen chloride (100 ml) and heated under reflux for a 
farther 2 hours, evaporated to dryness to give the subtitle compound as a colourless giun 
(1-Og). 

NMR Sh (P2O) 3.40 (3H, s), 3.53-3.74 (4H, m), 3.81 (IH, m) 

(b) (4^/.)-2-[[2-amino-5*n(2^difluorophenyI)methyI]thio]thiazolo[4,5-^pyrimidin*7- 
yl]amino]-3*methoxy»l-propaiioI, 



wo 01/25242 



PCT/GBOO/03692 



63 

Prepared by the method of example 12 step abusing the product of example 4 step b) and 
the product of example 40 step a). 

MS (APCI) 414 (M+r, 100%). 

(c) (+/-)-2-[[2-chlaro-5-[[(23-difluorophenyl)methylltfaio]thia2olo[4,5-rf|pyri^ 
yl] aminol-S-methoxy-l-propanoI, 

To a solution of the product from example 40 step b) (l.Og) in a mixture of concentrated 
hydrochloric acid (40 ml) and water (32 ml) cooled in ice water was added a solution of 
sodium nitrite (0.4 g) in water (5 mL), stirred at tius temp for 2 hours. The mixture was 
then extracted into ethyl acetate, dried and evaporated to give the subtitle compound (0.6g). 

MS (APCI) 434 (M+H% 100%). 

(d) (4^/.)-2-[I5-[[(23Miffluorophenyl)methyI]thiol-2-methorythiazolo[^ 
7-yl)amino]-3-methoxy*l-propanol, 

Prepared by the method of example 1 step f), using the product of example 40 step c), 
MS (APCI) 429 (M+HT, 100%). 

(e) (+/-.)-5-l[(2^-diauorophenyl)methyl}thio]-7-I[2-hydroxy-l- 
<methoxymethyl)ethyI]amuio]thiazoIo[4,5-i/]pyrimidin-2(3£F)-one 

Prepared by die method of example I step g), using the product of example 40 step d). 
MS (APCI) 415 (M+KT, 100%). 

EXAMPLE 41 

7-[[2-hydroxy-l-(hydroxymethyI)etbyl]amino]-5-[(pbenyimethyI)thio]thiazoIo[4^- 
^pyrimidiii'2(3J3)-one, 

(a) 2-[[2-amino-5-[(phenylmethyI)thio]thiazoto[4,5-</|pyrimidin«7*yl]aii^ 
propanediol. 
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Prepared by the method of example 12 step abusing the product of example 1 stq) c) and 
2-amino-l ,3-propanedioI. 

MS (APCI) 364 (M+H^ 100%). 

NMR 5H (dS'DMSO) 7.42-7.38 (IH, m), 7.28 (IH, t), 7.22 (IH, t), 5.30 (IH, d), 4.63 (IH, 
hsX 4.28 (2H, s), 4.03 (IH, m), 3.54-3.40 (4H, m). 

(b) 2-[[2-chloro-5-[(phenyimethyl)thio]thiazolo[4,5-Jlpyrimidin-7-yllamino]--13- 
propanediol, 

Prepared by the method of example 40 step c) and the product of example 41 step a) 
MS (APCI) 384 (M+H\ 100%). 

(c) 2-[[2-melhoxy-5-[(phenylmethyl)thio)thiazoio[4,5-^pyrimidtn-7-yl}amm 
propanediol) 

Prepared by the method of example 1 step f) and the product of example 41 step b) 
MS (APCI) 379 (M+H*, 100%). 

(d) 7-{[2-hydroxy-l-(hydro3Q^methyl)ethyI]amino]-5-[(phenylmethyl)thio] 
thiazolo[4,5-^pyrimidin-2(3/r)-one 

Prepared by the method of example 1 step g) and the product of example 41 step c) 
MS (APCI) 365 (M+ir, 100%). 

EXAMPLE 42 

5-[[(2-bromophenyl)methyI}thio]-7-{[(LR)-2-hydroxy-l-methyIethylJamuiol 
thiazolo[4,5-df]pyrimidin-2(3£r)-one 

(a)2-[[2-amino-5-[((2-bromophenyi)methyllthiolthiazoloI4,5-rfJpyrimidm-7- 
yl]ammo]-(2ii!)-l-propanol 

Prepared by the method of example 32 step c), using the product of example 32 step b). 
MS (APCI) 428 (M+H\ 100%). 
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(b) 2-{[2-bromo-5-[I(2-bromophen7l)methyI]thio]thiazoIo[4^pyriimdm^ 
yI]aiiiiiio]-(2J{)-l-propaiiol 

Prepared by the method of example 1 step e), using the product of example 42 step a). 
MS (APCI) 491 (M+H% 100%). 

(c) 2-{[5-I((2-bromophenyI)methyIlthio]-2-methosytfaiazolol4,5-dlpyriinidin-7- 
yi]amino]-(2iI)-l-propanol 

Prepared by the method of example 1 step f), using the product of example 42 step b). 

® MS (APCI) 443 (M+ir, 100%). 

Q: 15 (d) 5-[[G2-bromopheDy0methylIthio)-7-[[(li;)-2-hydro3y-l-methyIethyi]amino] 

thiazoIo(4^-J]p}arimidin-2(3J9)-one 



HI 



10 



Prepared by the method of example 1 step g), using the product of example 42 step c), 

□ 20 MS (APCI) 427 (M+HT, 100%). 

y NMR 5H (^DMSO) 12.41 (IH, s), 7.65-7.14 (5H, m), 4.72 (IH, t), 4.42 (2H, s), 4.21 

; I (IH, m), 3.47-3.30 (2H, m), LIO (3H, d) 



EXAMPLE 43 

25 

5-[K2^-Dffluorophenyl)methyIJthio]-7-[((lit)-2-hydroxy-l-methylet^^^ 
thiazolo[4,5-dflpyrimidm*2(J£Q-oae sodium salt 

Tbe product from example S step d) was suspended in water and to this suspension was 
30 added 1 equivalent of 0.1 N sodium hydroxide solution, followed by the addition of a small 
aliquot of tetrahydrofiiran to aid dissolution. The resultant solution was then lyopholised to 
give the tide compound as a colourless solid. 



MP 218-220 
35 MS (APCI) 385 (M+H^ 100%). 
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NMR 5H (4-DMSO) 7.39-7.09 (3H, m), 5.€0 (1H, d), 4.65 (IH, m), 4.34 (2H, q), 4.09 
(IH, m), 3.44-3.27 (2H, m), 1 .06(3H, d).''- 

EXAMPLE 44 

5-[(3-Chloro-2-fluorophenyl)methyI]thio]-7-[((lJf)-2-hydroxy-l-methylethyl]aininoJ 
thiazolo{4,5wf}pyrimidiii-2(i^-one sodium salt 

Prepared as in example 43 using the product of example 17 step b) 

MS (APCI) 401 (M+ir, 100%). 

EXAMPLE 45 

(+/-)-5-[[(2^-difluorophenyl)methyI]thio]-7-[[2-hydroxy-l- 
(methoxymethyl)ethyl]anuno]thiazolo[4,5-(/ipyriiiudm-2(3iE0-one sodium salt 

Prepared by the method of example 43 using the product of example 40 st^ e). 
MP>250»C 

MS (APCI) 415 (M+fT, 100%). 

NMR 6H (fif^-DMSO) 7.39-7.04 (3H, m), 5.51 (IH, d), 4.68 (IH, t), 434 (2H, q), 4.22 
(IH, m), 3.51-3.35 (4H, m), 3.32(3H, s). 



EXAMPLE 46 

74[2-hydroxy-lKhydro3^methyI)ethyl]amino]-5-[(phenyimethyl)thio)thiazolo[4^ 
</|pyrimidiii-2(3jH)-one sodium salt 

Prepared by the method of example 43 using the product from example 41 step d) 
MP231-2°C 

MS (APCI) 365 (M+fT, 100%). 

NMR 8H (d^-DUSO) 7.41-7. 1 8 (5H^), 5.30 (lH,d), 4.63 (2H, s), 428 (2H,s), 4.06 (IH, 
m),3.50(4H,m). 
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EXAMPLE 47 

7-{[(Lfi)-2-Hydroxy-l-methyIetbyI]amino]-5-I(phenylmethyl)thiolthiazolo[4^ 
</}pyrimidin-2(310-one sodium salt 

Prepared by the method of example 43 using the product of example 3 step d). 

MP (shrinks 110) melts 221-225°C 
MS (APCI) 349 (M+H*, 100%), 

NMR 5H (Jtf-DMSO) 7.41-7.18 (5H, m), 5.58 (IH, d), 4.65 (IH, t), 4.28 (2H, q), 4.1 1 
(IH, m), 3.49-3.3 1 (2H, m), 1 .08 (3H, d). 

EXAMPLE 48 

5-((5-chIoro-l,23-thiadiazol-4-yl)tfaio]-7-[[(lJ;)-2-hydroxy-l-metiiylethyl]amino}^ 
tfaiazolo[4,5-</Ipyrimidiii-2(3£0-one, 

(a) (2/i)-2-[[2-amino-5-I(5-chIoi^i;2^-thiadiazoI-4-yl)tIuoltfaiaa»lo[4^-<qpyrimidin- 
7-yl]ainino]-l-propaiiol 

Prepared by the method of example 32 step c), using the product of example 32 step b) and 
5-chloro-4-(chloromethyl)-l,23-thiadiazoIe. 

MS (APCI) 390 (M+H*, 100%). 

(b) (2/7)- 2-|I2-chloro-5-U(5-ch]oro-i;S3-tiuadiazol-4-yl)metiiyqthio)thiazoIo[^^ 
i/]pyriinidin-7-yI]amino]- 1-propanoI 

Prepared by the method of example 40 step c) and using the product of example 48 step a) 

MS (APCI) 409 (M+ir, 100%). 

(c) (2i;)-2-[[5-[[(5-chloro-l;2^thiadiazoI-4-yi)metfayl]tfaio]-2-metho3cythiazoio{4^ 
i]pyrimidin-7-yi]amioo]-l-propanoI 
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Prepared by the method of example 1 step f) and using the product of example 48 step b) 

MS (APCI) 405 (M+H", 100%). 

5 (d)5-[(5-chloro-l,23-thiadiazo!-4-yl)thio]-74I(liE).2-hydro^^ 
thiazolo [4,5-rf] pyrimidin-2(3J3)-one, 

Prepared by the method of example 1 step g) and usmg the product of example 48 step c) 

10 MS (APCI) 391(M+ir, 100%). 

NMR 6H (d6'DMS0) 12.39 (IH, s), 7.39 (IH, d), 4.76 (2H, AB), 4,70 (IH, t), 4.24 (IH, 
m), 3.48-3.30 (2H, m), 1.11 (3H, d) 



r.^ IS Pharmacological Data 

m 

Ligand Binding Assay 

S^l [^^^I]IL-8 (human, recombinant) was purchased from Amersham, U.K. with a specific 

activity of 2,000Ci/mmol. All other chemicals were of analytical grade. High levels of 
20 hrCXCR2 were expressed in HEK 293 cells (human embryo kidney 293 cells ECACC No. 

jfl 85120602) (Lee et al a991) J, Biol Chem, 267 ppl6283-16291). hrCXCR2 cDNA was 

amplified and cloned from human neutrophil mRNA. The DNA was cloned into PCRScript 

i'^ (Stratagene) and clones w«e identified using DNA. The coding sequence was sub-cloned 



into the eukaryotic expression vector RcCMV (Invitrogen). Plasmid DNA was prepared 
25 usicg Quiagen Meg^prep 2500 and transfected into HEK 293 cells using Lipofectamine 
reagent (Gibco BFL). Cells of the highest e5q)ressmg clone were harvested in phosphate- 
buffered saline containing 0^%(w/v) ethyienediaminetetraacetic acid (EDTA) and 
centrifuged (200g, 5min.). The cell pellet was resuspended in ice cold homogenisation 
buflfer [lOmM HEPES (pH 7.4), ImM dithiothreitol, ImM EDTA and a panel of protease 
^o inhibitors (ImM phenyl methyl sulphonyl fluoride, 2ng/ml soybean trypsin mhibitor, 3mM 
benzamidine, 0,5^g/ml leupeptin and lOO^g/ml bacitrachi)] and the cells left to swell for 
10 mmutes. The cell preparation was disrupted using a hand held glass mortar/PTFE pestle 
homogeniser and cell membranes harvested by centrifiigation (45 minutes, 100,000g, 4°C). 
The membrane preparation was stored at -70**C in homogenisation buffer supplemented 
35 with Tyrode's salt solution (137mM NaCl, 2.7mM KCl, 0.4mM NaH^POJ, 0.1%(w/v) 
gelatin and 10%(v/v) glycerol. 
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All assays were performed in a 96-well MultiScreen 0.45nm jBltration plates (Millipore, 
U.K.). Each assay contained --SOpM [^^I]IL-8 and membranes (equivalent to --200,000 
cells) in assay buffer {Tyrode'ssalt solution supplemented with lOmM HEPES (pH 7.4), 
L8mM CaCl^, ImM MgCi^, 0.125mg/ml bacitracin and 0*l%(w/v) gelatin]. In addition, a 
compound of formula (I) according to the Examples was pre-dissolved in DMSO and 
added to reach a final concentration of 1 %(v/v) DMSO. The assay was initiated with the 
addition of membranes and after L5 hours at room temperature the membranes were 
harvested by filtration using a Millipore MultiScreen vacuum naanifold and washed twice 
with assay buffer (without bacitracin). The backing plate was removed from the 
MultiScreen plate assembly, the filters dried at room temperature, punched out and then 
counted on a Cobra y-counter 

The compounds of fonnula (I) according to the Examples were found to have IC50 values 
of less than (<) lOpM. 

Intracellular Calcium Mobilisation Assay 

Human neutrophils were prepared from EDTA-treated peripheral blood, as previously 
described (Baly et al (1997) Methods in Enzymology 287 pp70-72), in storage buffer 
[Tyrode's salt solution (137niM NaCl, 2.7mM KCl, 0.4mM NaHjPOJ supplemented with 
5.7mM glucose and lOmM HEPES (pH 7.4)], 

The chemokine GROa (human, recombinant) was purchased from R&D Systems 
(Abingdon, U.K.). All othCT chemicals were of analytical grade. Changes in intracellular 
free calcium were measured fluorometrically by loading neutrophils with the calcium 
sensitive fluorescent dye, fluo-3, as described previously (Meiritt et al (1990) Biochem- J- 
269, pp513-5I9). Cells were loaded for 1 hour at BTC in loading buffer (stors^e buffer 
with 0.1%(w/v) gelatin) containing 5jiM fluo-3 AM ester, washed with loading buffer and 
then resuspended in Tyrode's salt solution supplemented with 5.7mM glucose, 0.1%(w/v) 
bovine serum albumm (BSA), 1 .8mM CaClj and ImM MgClj. The cells were pipetted 
into black walled, clear bottom, 96 well micro plates (Costar, Boston, U.S.A.) and 
centrifuged (200g, 5 minutes, room temperature). 

A compound of formula (I) according to the Examples was pre-dissolved in DMSO and 
added to a fmal concentration of OJ%(v/v) DMSO. Assays were initiated by the addition 
of an A50 concentration of GROa and the transient increase in fluo-3 fluorescence Q\.^ 
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=490nm and 7.^ = 520iiin) monitored using a FLIPR (Fluorometric Imc^ing Plate Reader, 
Molecular Devices, Sunnyvale, U.S-A.). 

The compoxinds of formula (I) according to the Examples were tested and found to be 
antagonists of the CXCR2 receptor in human neutrophils. 
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CLAIMS 



1 . A compound of fonnula (I) or a phannaccutically acceptable salt or solvate thereof: 




N- 
I 

H 



N 



N S-R' 



(D 



in which 

represents a C3-C7 carbocyclic, C^Cg alkyi, Q-Q alkenyl or C2-Q alkynyl group, each 
of the groups being optionally substituted by one or more substituent groups independently 
selected from halogen atoms, -OR\ -NR^R^ -CONR^R^ -COOR\ 
-NR'COR', -SR^', -SO^R^^, -SO.NR'R^ -NR^SO^R' or an aryl or heteroaryi group, both of 
which may be optionally substituted by one or more substituents independently selected 
from halogen atoms, cyano,nitro,-OR^-NR'R^-CONR^R^-COOR^ -NR*COR\ -SR*^ 
-SO^R^ •S02NR^R^ -NR*S02R^C,-Q alkyi or trifluoromethyl groups; 

R^ and R^ each independently represent a hydrogen atom, or a C3-C7 carbocyclic, 

CpQ alkyl, Cj-Q alkenyl or Cj-Q alkynyl group, the latter four groups may be optionally 

substituted by one or more substituent groups independently selected fit)m: 

(a) halogen atoms, -OR', -NR^R' -CONR^R*, -COOR^ -NR*COR', -SR'^ -S02R'^ 
.S02NR'R^ -NR'SOsR^ 

(b) a 3-8 membered ring optionally containmg one or more atoms selected from O, S, NR* 
and itself optionally substituted by Cj-C^-alkyl or halogen, 

(c) an aryl group or heteroaryi group each of which may be optionally substituted by one 
or more substituents independently selected from halogen atoms, cyano, nitro, -OR"*, 
-NR'R^ -CONR'R^ -NR*COR^ -S02NR'R^ -NR^SO^R', C.-C, alkyl and trifluoromethyl 
groups; 
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R"* represents hydrogen, CpCg alkyl or a phenyl group the latter two of which may be 
optionally substituted by one or more substituent groups independently selected from 
halogen atoms, phenyl, -OR" and -NR'^R" 

5 and independently represent a hydrogen atom or a Cj-C^ alkyl or phenyl group the 
latter two of which may be optionally substituted by one or more substituent groups 
independently selected from halogen atoms, phenyl, -OR*^ and -NR^^R^^ -CONR^^R'*, 
-NR^'COR'", -S0NR^'R'^NR^'S02R'' 

'''' ■ ® 

JO R^ and R* together with the nitrogen atom to which they are attached form a 4- to 

7-membered saturated heterocyclic ring system optionally contaming a further heteroatom 

selected from oxygen and nitrogen atoms, which ring system may be optionally substituted ^ 

by one or more substituent groups independently selected from phenyl, -0R^\ -COOR", - ^ 
5 m}'R'\ -CONR^'R'', -NR^'COR^', -SONR^'R*', NR^'SO^R^' or Cj-Q alkyl, itself 

^5 15 optionally substituted by one or more substituents independently selected-fi^ halogen 

atoms and -NR^'R^^ and -OR^^ groups; 



y T> JO 



m 



tie 



R represents a hydrogen atom or a C^-C^-alkyl or a phenyl group, the latter two of which 
may be optionally substituted by one or more substituent groups ind|ependently selected 



20 from halogen atoms, phenyl, -OR'^ and -NR^^R^^; and 



\ 



^ each of R\ R*, R^ R", R", R^^ R^^ R^^ R^^ independently represents a hydrogen atom 

Q or a CpCg, alkyl, or a phenyl group. 

25 2. A compound according to claim 1, wherein R^ represents an optionally substituted 
benzyl group. 

3 . A compound according to claim 1 or claim 2, wherein one of R^ and R^ is hydrogen 
and the other is C^-C^ alkyl substituted by hydroxy and one or more methyl or ethyl 
30 groups. 



4. A compound according to claim 1 selected from: 
7-[(2-Hydroxy-l , l-dimethylethyl)anuno]-5-[(phenylmethyl)thio]t^ 
2(3/0-one, 
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(i?)-7-[[I-(Hydroxymethyl)propyI]aininol-5-[<phenylme 
2QH)-onc, 

(X)-7-[(2-Hydroxy-l-me%Iethyl)ammo]-5-[(phenylme±^^ 
2(3-H)-oiie, 

5-[[(2,3-Difluorophenyl)methyl]thio]-7-[(2-hydroxy- 1 , l-dimethyIethyl)amino] 
thia2olo[4,5 -fiQpyrimidin-2(3i/)-oae, 
5-[[(2,3-Difluorophenyl)me%l]thio]-74[(li?>2-hy^^^ 
tWa2X)lo[4,5-rf}pyrimidin-2(5ii)-oae, 

5-[[(2,3-difiuorophenyl)me%l]thio]-7-[[2-(hydroxyethoxy)e&^^ 
t/lpyrimidin-2(3f0-one, 

5-[[(2,3-difluorophenyl)methyl]thio]-7-[[2-hydroxy- 1 -(hydroxyniethyl)ethyl]ainino] 
tiiiazolo[4,5-^i]pyrimidin-2(3i/)-one, 

7-[(2'aimnoethyl)ammo]-5-[[(23<tifluorophenyi)methyy 
2(3/0-one, 

5-[[(2,3-difluorophenyI)methyl]thio]-7-[(2-hydmxyea^^ 
2(3/i0-one, 

^-[2-[[5-[[(23-dmuorophenyl)methyl]tWo]-2,3-^ 
yl]amino]ethyl]methanesulfonainide, 

(+/->54[(23-difluorophenyl)methyI]thio]-7-[[2-(2-hydroxye&^ 

methyle%l]aniino]thiazolo[4,5-J]pyrimidin-2(3i^ 

7-[[(li?)-2-aniino-l-methylethyl]aimno]-5-[[(2»3-di^^ 

<flpyriinidm-2(3ff)-one, 

5-[[(23-difluorophenyl)me%l]thio]-7-[[(lif>2-[(2-^^ 

me%lethyl3ammo]tMa2oIo[4,5-^pyrimidm-2(3^^ 

5-[I(23-dmuorophenyI)methyI]tMo]-7-[[(lif>2^dime%^ 

methyIethyI]ammo]thiazolo[4,5-(i3pyriim 

5-[[[4-<2-aminoethoxy)-3H:Uorophenyl]me%l]thio]-7-n^ 

methylethyI]ajnino]thiazoio[4,5-d]pyrimidin-2(3//)K>ne, 

5«[[3-CWorcH4-methoxyphenyl)me%l]thio]-7-[[(IJ?)-2-hydrox^^ 

me%lethyl]ammo]tMa2olo[4,5-^pyrimidin-2(i/f)-one, 
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5-[[3-CMoro-2-fluorophenyi)me%l]thio3-7-g(lJ?)-2-hydroxy-l^ 

thia2olo[4,5-^pyrimidin-2(5fl)-o»e» 
5-[[(2,3-Difluorophenyl)methyI]thio]-7-[[(3iJ,4J?)4-hy(koxypy 

thiazoIo[4,5-rflpyriniidin-2(3ii)-one, 
5 5-[[(2,3-Difluorophenyl)methyl]thio]-7-[(3JJ>pyrroU 
Jjpyrimidin-2(3i¥)-onej 

7-[[(lJ?)-2-Hydroxy-l-methyle11iyl]amino]-5-[[(2-methyl^^ 
thia2oIo[4,5-^pyrimidin-2(3/f)-one, 

7-[[2-Hydroxy- 1 ~(hy droxymethy I)ethyi]amino]-5-[[(2-methy M-thiazoly I)methy 
10 thio]thiazolo[4,5-if]pyrimidiii-2(3//)-one, 

7-[(2-Hydroxy- 1 ,1 -dime%Ie%l)aniino}-5-[[(2-methyl-4-thia2oIyl)m^ 

tlMa2olo[4,5-rf3pyrimidin-2(3/f)-<>^c» 
7-[(2-Hydroxy-lJ-dime%lethyl)ammo]-5-[[(2-methylph^ 

^flpyrimidm-2(3//)-oii«5 
15 5"[(2-Fiiranylmethyl)thio3-7-[[(liJ>2-hydroxy-l-methyleth^^ 
d]pyriinidin-2(3//)-one, 

7-[[(lif>2-Ainino-l-methyle%l]amino]-54[(3-cUoro-^^ 
thiazolo[4,5-^/lpyrimidin-2(3/fH>ne 
(25;-2-[[5-[[(2,3-Dmuorophenyi)methyl]tWo3-23-dihy^^^ 
20 7-yI]ainino]-3-hydroxy-propanamide, 

7-[[(l^)-2-hydroxy- 1 -methyletiiyl]aminol-5-[(2-thienyimethyI)thio]thi^^ 
^flpyrimidin-2(3//)-one, 

7-[[(li?)-2-hydroxy-l-methyle%l]amino]-5[[[3-methyl-4- 

(methylsulfonyl)phenyl]methyl]thio]thia2X)Io[4,5-^flpyriim 
25 5-[[[3-chloro-4-(trifluoromethoxy)pheayl]methyl]thio]-7-[[(lii)-2^^^ 

methylethyl]aimno]tMazolo[4,5-rfjpyriinidin-2^^ 

5-[[[2-fluoro-3<trifluoromethyl)phenyl]methyl3^^ 

methyIethyl]animo]thia2olo[4,5-<fjpyrimidin-2(3j^^ 

5-[[(2,3-difluorophenyl)methyl]thio]-7-[2-[(dimethylainino)e&^^ 
30 ^/]pyrimidin-2(3if)-one. 
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5-[[(2-fluorophenyl)methyl]thio]-7-[[(li2>Z^^^ 
d\pyiumdiDr2(3Hyone, 

7-[[(lJf>2-hydroxy-l-methylethyI]amino]-5-[[(2-m^ 
thia2olo[4,5-d]pyiiirddin-2(3/0-one, 
5 7-[[(l^)"2-hydroxy-I-me%Ie%llamino]-5-[(2-phenoxyethyl)^ 
if]pyriinidm-2(3if)-one, 

7-[[(li?>2-hydroxy- 1 -me%Iethyl]amino]-5«[[(3-methylphenyl)methyI]thio] thia2oio[4,5- 
rf]pyrimidiii-2(3//)-one, 

5-|I(2-fluoro-3-methylphenyl)mcthyl]thio3-7-[[(l.R)-2-hyd^ 
10 thia2olo[4,5-4pyriniidin-2(3/0-one, 

5-[[(3<hIorophenyl)methyI]thio]-7-[[(li2)-2-hydroxy-l-me% thia2olo[4,5- 



p tfipyrimidm-2(3i/)-Qne, 



5-[[(3-bromophenyI)me%I]tMo]-7-[[(lJ?)-2-hydroxy-l-methyIe^^ 

rfjpyriinidm-2(3//)-one, 
15 5-[[[4-(dmuoromethoxy)phenyI]me%I]thio]-7-[[(lJf)-2-hydrox 

methylethyl]amino]tiua2olo[4,5-^pyrimidin-2(3if)-<>ne, 

(+/->5-[[(23"difluorophenyl)methyl]thio]-7.[[2-hy 

{methoxymethyl)ethyl]amino]thia2X)lo[4,5-d]pyri 

7-[[2-hydroxy-l-<hydroxymefhyI)etiiyl3amino3-5-[(ph^ 
20 rflpyriinidm-2(3i0-<>^^3 

5-[[(2-bromophenyl)methyI]thio]-7-[[(li^)--2-hydroxy 

<50pyriraidin--2(3/r)-oiie, 

5-[[(23-DifluorophenyI)methyl]thio]-7-[[(lJ?)-2-hyto 

thia2olo[4,5-£Qpyrimidin-2(ii^-one, 
25 5-[[3-CUoro-2-fliK)rophenyl)me%l]thio]-7.[[(l^)-2-hyd^^ 

thia2olo[4,5-d5pyrimidm-2(JH)-onc, 

(+A>54[(2,3-dmuorophenyl)metliyl]tMo]^7-[[2^^^ . 

(methoxymethyI)e%l]amino]tMazolo[4,5-cfjpyriiTu 

7-[[2-hydroxy-l-(hydroxymethyl)ethyl]amiao]-5-[(ph^^^^ 
30 ^/ipyrimidin-2(3^0-one. 
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7-[[(l^)-2-Hydroxy-I-methyIethyl]amino]-5-Kpheny 
rfjpyrimidin-2(3if)-one, 

54(5-cUoro-l,2^-thiadiazol-4-yl)tMoj-7-[[(lji)-2-h^^^ 
tUa2Dlo[4,5-rflpyriinidin-2(3ii/)-one, 
5 and their pharmaceutically acceptable salts and solvates. 

5. A compoimd according to claim 1 selected from: 
5-[[(2,3-DifluorophenyI)methyl]thio]-7-[[(lJ?>2-hydroxy-l-me%^ 
thia2olo[4,5-rflpyrimidin-2(5/f)-one sodium salt, 

10 5-[[3-ChIoro-2'fluorophenyl)methyI]thio]-7-[[(l^)-2-hydroxy-l-met^^^ 

tfaiazolo[4,5-^pyrimidin-2(5i^)-one sodium salt, 

(+/.)-5-[[(2,3'difluorophenyl)methyl]thio]-7-[[2-hydroxy- 1 - 

(methoxymethyl)ethyl]amino]thiazoIo[4,5-i/}pyrimidin-2(3//)-one sodium salt, 

7-[[2-hydroxy-l-(hydroxymefhyl)ethyl]amino]-5-[(phenylmethyl)thi 

15 if{pyrimidin-2(3/f)-one sodium salt, or 

7-[[(liJ)-2-Hydroxy-l-methyiethyl]amino]-5-[{phenylmethyl)tMo]thiaTO^ 
rfJpyrimidin-2(3i/)-one sodium salt. 

6. A compound according to claim 1 selected from: 

20 7-[[( 1 J?)-2-aniino- 1 "methylethyl]amino]-5-[[(2,3-difluorophenyl)methyI]thio] tfaiazolo[4,5- 
^/jpyrimidin-2(3i?)-one trifluoroacetate, 

5-[[(23-difiuorophenyl)methyl]tWo]-7-[[(li?)-24(2-hydroxyethyl)a^ 
methylethyl]amino]thia2olo[4,5-^pyrimidin-2(3jf0-one trifluoroacetate, 
5-[[(23-difluorophenyl)methyl]tMo]-7-[[(R)-2-(dimethyl^^ 

25 methylethyl]amino]thiazolo[4,5-d]pyrimidin-2(3//)-one, 

5-[[[4<2-aminoethoxy)0-cMorophenyl]me%l]tiuo]-7-[[(lif)-2-h^ 
methylethyl]amino]thia2olo[4,5-^pyrimidin-2(3/0-^netrifluoroac^^^ 
5-[[(23-difluorophenyl)methyl]tWo]-7-[2-[(dimethylamino)ethyi3aniino]^ 
rf]pyrimidin-2(3//)-one monohydrochloride, or 

30 54[(23-Difluorophenyl)methyI]thio]-7-[(3i?)-pyrroUdin-3-ylamino]thiazolo[4,5- 
rflpyrimidin-2(3//)-one dihydrochloride. 
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7. A process for the preparation of a compopaid of formula (I) as defined in claim 1 
which comprises: 

(a) treating a coiTOpjmd of fon^ 




where R*, and R^ are as defined in formula (I) with a thiol R*SH in tlie presence of a 
suitable base, or 

(b) treatment of a compound of fonnula (IIB): 



where R^ R^ and R^ are as defined in formula (I) and X is a leaving group with a metal 

aikoxide, followed by treatment with an acid or base, 

and optionally after (a) or (b) forming a pharmaceutically acceptable salt. 

8. A compound of fomiula (IIA) or (IIB) as defined in claim 1. 

9. A compound of formula (IIIA): 




(IIB) 



NR^R^ 




(niA) 
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I'll 



where and are as defined in fonnula (I) and X is NHj 

1 0. A phannaceutical composition comprising a compound of fonnula (I), or a 
phannaceutically acceptable salt or solvate thereof, as claimed in any one of claims 1 to 6 

5 in association with a phannaceutically accqptable adjuvant, diluent or carrier. 

1 1 . A process for the preparation of a phannaceutical composition as claimed in claim 1 0 
which comprises mixing a compound of formula (I), or a pharmaceutically acceptable salt 
or solvate thereof, as claimed in any one of claims I to 6 with a pharmaceutically 

10 acceptable adjuvant, diluent or carrier. 

12. A compound of formula (I), or a pharmaceutically-acceptable salt or solvate thereof, as 
claimed in any one of claims 1 to 6 for use in therapy. 

15 13. Use of a compound of formula (I), or a pharmaceutically acceptable salt or solvate 
thereof, as claimed in any one of claims 1 to 6 in the manufacture of a medicament for use 
in therapy. 



14. A method oftreatmg a chemokine mediated disease wherein the chemokine binds to 

|s4j. 

^ 20 one or more chemokine receptors, which compises administering to a patient a 

Q therapeutically effective amount of a compound of formula (I), or a phannaceutically 

id ■ 

acceptable salt or solvate thereof, as claimed in any one of claims 1 to 6. 



15. A method according to claim 14 in which the chemokine receptor belongs to the CXC 
25 chemokine receptor subfemily. 

16. A method according to claim 14 or 15 m which the chemokine receptor is the CXCR2 
receptor. 

30 1 7. A method of treating an inflammatory disease in a patient suffering from, or at risk of, 
said disease, which comprises administering to the patient a therapeutically effective 
amount of a compound of formula (I), or a pharmaceutically acceptable salt or solvate 
thereof, as claimed in any one of claims 1 to 6. 



35 



18. A method according to claim 1 7, wherein the disease is psoriasis, a disease in which 
angiogenesis is associated with raised CXCR2 chemokine levels, or COPD, 
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19. A method according to claim 15, wferein the disease 



IS psoriasis. 
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1 00 1 of Title 1 8 of the United States Code and that such willful false statements may jeopardize the validity of the 
application or any patents issued thereon. 



Andrew Willis . . 



Date: 



( ^ <=»o> Full Name of Inventor: Paul Andrew Willis 
Inventor's Signature: 

Residence Address: Loughborough ^ Leicestershire, Great Britain a m , 

Citizen of: GB 

Post Office Address: Bakewell Road, Loughborough, Leicestershire LEI 1 5RH, Great Britain 



H 



Full Name of Inventor: Roger Victor Bonn^ rt 
Inventor's Signature: 




Date:__^7/^ 



Residence Address: Loughborough, Leicestershire, Great Britain C^, 3 . 

Citizen of: GB 

Post Office Address: Bakewell Road, Loughborough, Leicestershire LEU 5RH, Great Britain 



Full Name of Inventor: 

Inventor's Signature: 

Residence Address: 

Citizen of: 

Post Office Address: 



Simon Fraser Hunt 



Date: 



Loughborough, Leicestershire, Great Britain ISa im , 
GB 

Bakewell Road, Loughborough, Leicestershire LEI 1 5RH, Great Britain 
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Full Name of Inventor: Iain Alistair Stewart Walters 

Inventor's Signature: |/l^aife^ Date: ^hiOl^ 

Residence Address: Loughborough, Leicestershire, Great Britain C=^:3M 

Citizen of: GB 

Post Office Address: Bakewell Road, Loughborough, Leicestershire LEI 1 5RH, Great Britain 



Revised: August 24, 1994 (391DECL.MRG) 



